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APPROXIMATELY 15% patients who survive the 
acute phase myocardial infarction die during 
the next After this first year the mor- 
tality rate appreciably lower and 10-year sur- 
vival great 50% has been reported some 
Many investigators have reported that 
the long-term administration anticoagulant drugs 
has improved the myocardial in- 
This preliminary report our ex- 
perience with continued dicoumarol therapy 
small, carefully controlled group patients. 


SELECTION PATIENTS 


The participants this study were selected from 
patients who were still hospital convalescing 
from recent myocardial infarction. They had all 
received anticoagulant therapy with dicoumarol 
during the period hospital. The diagnosis 
infarction was based the clinical description 
the attack, and supported electrocardio- 
graphic changes and, many instances, the 
serum transaminase level well. all patients 
without significant waves the electrocardio- 
gram, serial wave changes keeping with recent 
myocardial infarction were required. 

Patients were excluded from the study they had 
any contraindication out-patient anticoagulant 


‘therapy, e.g. previous hemorrhage 
ulcer; evidence recently active peptic ulcer, 


diastolic blood pressure repeatedly excess 
120 mm. Hg. Patients who were considered 
suitable were invited participate the research 
study. 
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METHOD INVESTIGATION 


provide satisfactory conditions for evalua- 
tions, the method used the Medical Research 
Council Great Britain was adopted. One group 
patients received tablets containing mg. 
dicoumarol (this was called the high-dosage 
group). The dose was regulated maintain the 
one-stage prothrombin time between and 

The other patients (the low-dosage group) were 
supplied with tablets identical appearance but 
containing only mg. dicoumarol. this group, 
the dose prescribed (which never exceeded 114 
tablets per day) was not sufficient alter the 
normal prothrombin time. The prothrombin times 
were estimated capillary blood method 
which provided values closely parallelling those 
obtained the one-stage method Quick. The 
details this method have been published else- 
Briefly, 0.1 ml. blood obtained finger- 
prick mixed with 0.1 ml. thromboplastin, and 
the clotting time this mixture water bath 
37°C. the capillary prothrombin time. The 
normal range this technique seconds. 
This method has the advantage that the result may 
obtained one two minutes and the patient 
can instructed regarding the dosage and return 
appointment without delay. 

the outset was hoped give low fat diet 
half the patients. This plan was soon discon- 
tinued because the difficulties supervising the 
diets out-patients. 

Each new patient was assigned either the 
high-dosage group the low-dosage group 
random selection. Aside from the difference 
dosage levels, both groups were followed 
the same manner, returning the clinic every two 
four weeks. each visit, the clinical progress 
was recorded, the prothrombin time was deter- 
mined and the dose tablets adjusted. This uni- 
formity follow-up controlled any psychological 
effect other possible benefit that might come 
from regular attendance the clinic. 

patient the low-dosage regimen suffered 
recurrent myocardial infarction, was admitted 
hospital and treated with the usual anticoagu- 
lant doses dicoumarol for four weeks. After 
discharge, treatment with the low-dosage schedule 
was 
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OBSERVATIONS 
Data Patients 


Between January 1958, and January 1960, 
patients were accepted for the study. For vari- 
ous reasons eight these patients failed re- 
turn for follow-up examination. Four these were 
the low-dosage group and four the high- 
dosage schedule. These eight patients have not 
been included the results treatment. 


Low High 
Date dosage dosage 


females............ 
Previous angina pectoris........ 
More than one previous 


patients 
patients patients 


E.C.G. most recent infarct 
“T” wave changes only....... 
Posterior 


chance, patients were assigned the 
high-dosage group and the low-dosage group. 
The data the patients each these groups 
are shown Table The average age both 
groups was 58. few differences may noted. For 
example, the high-dosage group there were more 
females and more patients with history angina 
pectoris preceding the myocardial infarction. 
the other hand, the number patients with more 
than one previous myocardial infarction was larger 
the low-dosage group. other aspects which 
might influence the prognosis, the two groups are 
similar shown. 


Hemorrhagic Complications 


The incidence episodes given 
Table There were deaths attributable 
bleeding, and none the patients required ad- 
mission hospital account hemorrhage. The 
one episode the low-dosage group 
resulted from trauma. One patient the high- 
dosage regimen was withdrawn from the study 
after severe Several these eight 
bleeding episodes were severe enough provide 
few anxious days for both patient and physician. 


DicouMAROL THERAPY 


Low-dosage High-dosage 


group group 
Patient—months treatment. 302 334 
Sites bleeding................ *Fractured Hematuria-4 
skull with 
hematoma bruises-4 
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Late Withdrawals 


addition those who died, eight patients 
left the study after they had been followed for 
some time. Table III indicates, four were 
each treatment group. variety reasons for 
withdrawal are listed. the three patients labelled 


TABLE FROM THE SERIES 


Duration Reason for 


Group treatment withdrawal 
Fractured skull, 


LOW 


months Uncooperative 


EW. 


after recurrent infarction 
months Agitated depression 
HIGH months Uncooperative 


“uncooperative” their enthusiasm for treatment 
dwindled time went on, and eventually they 
failed return. Since the average duration 
follow-up these eight patients was six months, 
they are included the analysis results. 


Incidence Recurrent Myocardial Infarction 
and the Mortality Rate the Two Treatment 
Groups. 


The preliminary results the investigation are 
summarized Table IV. The average duration 
treatment the patients was similar for the two 
groups. There was significant difference 
the incidence recurrent myocardial infarction 
between the two series patients. 


THERAPY AFTER INFARCTION 


Low-dosage High-dosage 


group group 
Average duration 

observation per patient.... 13.1 months 
Recurrent myocardial 


Eight deaths occurred patients the high- 
dosage schedule. During the same period there 
were deaths patients the low-dosage 
group. 

Table brief analysis the eight deaths. 
There were three women and five men. The aver- 
age age those who died was the same the 
average the series whole. five patients, 
death occurred suddenly and three follawed 
attacks that were clinically diagnosed myo- 
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Duration 
treatment 
Patient Age (months) death 


J.D. 
L.H. 


1.5 Sudden death 
A.H. 


Sudden death 

Severe chest pain hours 
before death 

Sudden death 

Chest pain, sudden death 

hospital weeks with 
coronary 
sudden death 

20.5 Severe chest pain for hour 

and death 
4.5 deaths 
myocardial infarctions 


N.H. 


Average 


cardial infarction. There was only one autopsy 
(patient A.H.). This patient died six hours after 
admission hospital with severe chest pain and 
shock. post-mortem examination there was 
severe narrowing the coronary arteries but 
recent thrombus was demonstrated. 


Recurrent Myocardial Infarction 


The small size the present study does not 
justify definite conclusions, but date the con- 
tinued administration therapeutic 
dicoumaro] has failed protect patients from 
further myocardial infarcts. This differs from the 
results published some larger series (Table VI). 


THERAPY INCIDENCE RECURRENT 
INFARCTION 
(based analysis authors’ tables) 


Medical Research Council 
—In males under 55—only 1/5 many recurrences. 
—In males over 55—only 1/2 many recurrences. 
females—no reduction. 


Pjerkelund 
—Overall group—only 3/5 many recurrences. 


reduction only first months treatment. 


—Over age 60—no significant reduction. 
Reduction also observed females. 
—Both sexes—all ages—only 1/3 many recurrences. 
—Benefit not limited first year. 


the Medical Research Council (383 
patients), the rate recurrent myocardial infarction 
men under years age who were the 
high-dosage group was only one-fifth the rate 
those the low-dosage group. For men years 
age and older, the recurrence rate was 50% 
lower. There were women their series, with 
approximately half each treatment group. 
these women there was difference the fre- 
quency recurrent infarction the two treatment 
groups. 

The Norwegian included 237 patients, 
approximately half whom served controls. 


~ 


MACMILLAN AND OTHERS: LONG-TERM ANTICOAGULANT THERAPY 569 


the dicourmarol-therapy group the rate the 
recurrent infarcts was three-fifths that the con- 
trols. Again the drug appeared more effective 
younger patients. There were women 
lund’s study. contrast the M.R.C. group, 
observed lower incidence recurrent infarction 
the women who received the anticoagulant. 
Bjerkelund pointed out that the protection was 
present only during the first months treat- 
ment and, fact, was much greater significance 
the first six months. 


series, published 1957, was that 
this study, 204 patients were 
treated with anticoagulant and 200 
were given tablets ascorbic acid. The patients 
were followed for one years. The incidence 
subsequent myocardial infarction patients 
treated with anticoagulants was one-third that 
patients who received ascorbic acid. This differ- 
ence persisted after the first year. 


general these reports suggest that continued 
anticoagulant therapy afforded 
against recurrent myocardial infarction. However, 
certain disturbing inconsistencies are evident. The 
benefit this treatment women remained 
unsettled. There appeared doubt its 
usefulness men over years age and there 
was difference opinion its value beyond 
the first few months treatment. 


have survived previous myo- 
infarction, the accurate diagnosis sub- 
sequent attacks often difficult and uncertain. The 
ultimate measure this type treatment 
whether not lowers the mortaliy rate. 


Mortality Rate 


The increased mortality patients our high- 
dosage group conflicts with the experience 
others (Table VII). 


study, prolonged anticoagulant 
therapy appeared reduce mortality one-half. 
This reduction was evident only men under 
and only during the first year treatment. the 
women his series (31 treated and con- 
trols), the mortality rate was not affected 
treatment. 


THERAPY 
(based analysis authors’ tables) 


Males reduced 1/2. 
—Greatest reduction under age 60. 
—No significant difference after the first year. 
Females —No significant reduction. 
Manchester 


Both sexes, all ages—mortality reduced 1/8. 
Benefit not confined year. 
Medical Research Council 
Males —Mortality slightly less high-dosage group (not 
statistically significant). 
more marked males under first 
months treatment. 
Females —Mortality not reduced high-dosage group. 
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report the mortality was lowered 
one-eighth (Tabie VI). This reduction was ob- 
served over the years the study. There was 
analysis according age sex. 

The Medical Research Council observed 
slightly lower mortality men under years 
who were the high-dosage routine. Because 
their results were inconclusive, the Council was 
criticized for ending the study too de- 
fence their action reply was published 
August which some interesting additional 
findings were revealed. 


Low -dosage group High-dosage 


Patients No. No. 

admitted patients Deaths patients Deaths 
Nov. 1955— 149 152 
Oct. 1957 
Mar. 1958 
Final analysis 

Nov. 1955— 188 317 195 22+ 


Mar. 1958 


not statistically significant. 


Midway through the third year the investiga- 
tion, the experience the first two years was 
reviewed (Table VIII). seemed well established 
that the high dosage the anticoagulant saved 
lives the first few months treatment. With 
these figures hand, the Council did not feel 
justified admitting more new patients the 
series. However, additional patients had al- 
ready been admitted during the first six months 
the third year. was agreed maintain all 
patients including these the treatments 
begun, until the had been progress for 
three years. these patients there were twice 
many deaths the high-dosage group. This 
reversal the earlier experience difficult 
understand, and the final analysis the difference 
mortality rate was longer considered signifi- 
cant. was unfortunate that the study was term- 
inated. 

Turning our own mortality figures again, 
are unable explain why there were deaths 
the group, just are unable 
account for the eight deaths the anticoagulant 
group. 

these treatments were neither beneficial nor 
harmful, four deaths would have been anticipated 
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each group. This based the expected 
mortality untreated patients 15% the first 
year. may be, the series enlarged, that the 
difference mortality between our two dosage 
levels will decreased. 

there were deaths the low-dosage group, 
would have been impossible for any treatment 
yield better result. evident, our study 
date, that dicoumarol has not protected the 
patients from fatal myocardial infarction sudden 
death. treatment uniformly effective, its 
value can soon recognized. Small degrees 
improvement are difficult establish statistical 
analysis even with random selection. Human bias, 
both conscious and unconscious, the part the 
investigators must avoided. With the exception 
the third year the M.R.C. study, difficult 
reconcile our findings with the work others. 
Our results lead question the value pro- 
longed anticoagulant therapy after myocardial 
infarction. Similar doubt was recently expressed 
further prolonged studies are required. 


SUMMARY 


The preliminary results controlled study 
determine the value prolonged anticoagulant therapy 
patients after myocardial infarction have been pre- 
sented. 

date this treatment has failed prevent further 
episodes myocardial infarction save life. 

These results are variance with the more favour- 
able experience reported larger controlled studies. 
Certain inconsistencies these series have been dis- 

serious and not infrequent com- 
plication this treatment. Any benefit treatment 
must balanced against the danger bleeding. 

our opinion the benefits prolonged anticoagu- 
lant therapy after myocardial infarction have not been 
established. 


would like thank Abbott Laboratories Limited, 
Montreal, for the generous supply dicoumarol tablets. 
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DEMONSTRATION AND TITRATION 
ANTI-NUCLEAR ANTIBODIES 
SYSTEMIC LUPUS 
ERYTHEMATOSUS* 


CHARLES BAUGH, M.D., C.M., 
MARIE Saskatoon, Sask. 


INTRODUCTION 


HAS been obtained that the serum 
patients with systemic lupus erythematosus (SLE) 
contains antibodies against one more components 
the cell use the fluorescent 
antibody techniques, the serum such patients 
has been shown contain factor with affinity 
for nuclei and This factor can 
eluted from the nuclei, and the eluate may 
capable inducing the formation L.E. 
Both the serum eluate and the factor responsible 
for the formation cells migrate electro- 
phoretically gamma Attempts have 
been made quantify the amount serum com- 
ponent with affinity for nuclei and nucleoprotein 
titration, using the fluorescent 
one study, the degree fluorescence 
observed, using undiluted serum, was recorded 
measure 


the present studies, the fluorescent antibody 
technique has been employed (1) quantify the 
serum factor with affinity for nuclei patients with 
SLE both titration and estimation the degree 
fluorescence, (2) determine the sensitivity and 
specificity the method and its value the diag- 
nosis SLE, and (3) determine whether the 
amount serum factor with affinity for nuclei 
could correlated with disease activity. 


The method employed involves the incubation 
serial dilutions serum with calf thymic nuclei. 
The nuclei are then incubated with rabbit anti- 
human gamma globulin which has been conjugated 
with fluorescein isocyanate. diagrammatic repre- 
sentation the reaction shown Fig. The 
nuclei are examined under the microscope using 
ultraviolet light source. Where the flyorescein- 
tagged anti-globulin present the nuclei, the 


nuclei are seen emit yellow-green fluorescence. 


MATERIALS AND METHODS 
Nuclei 


Calf thymic nuclei were prepared modifica- 
tion the method The nuclei were 


*From the Department Medicine, the Johns Hopkins Uni- 
versity School Medicine and Hospital. This investigation 
carried out under Contract 10(30-1)1208 between 
the Atomic Energy Commission and the Johns Hopkins 
University. 

Fellow the American College Physicians; 
Present address: Department Medicine, Univ ersity Hospi- 
tal, Saskatoon, Sask. 

tHenry Denison Scholar Medical Research, 1959-60. 

CaCle was used; homogenization carried out 
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ANTI-NUCLEAR 


NUCLEUS ANTIBODY 


FLUORESCENT 
HUMAN 


GLOBULIN 


Fig. 1.—Diagrammatic representation reactions between 
nuclei, anti-nuclear antibody, and fluorescent anti-human 
gamma globulin. 


lyophilized and stored vacuum desiccator 


Source Sera 


Blood from subjects and 
with various diseases was collected sterile tubes 
and allowed clot 4°C. for periods 
hours, Serum was transferred other sterile tubes, 
identified only number, and stored —20°C. 
until used. 


Fluorescent Antibody 


Rabbits were immunized with purified human 
gamma globulin* the Freund adjuvant tech- 
The pooled rabbit serum was fractionated 
with ammonium sulphate and then conjugated with 
fluorescein isocyanate according the method 
Coons and Conjugates were stored 
and before use were absorbed twice with calf 
liver powder. Test sera stored for periods 
months remained stable and usable. Before new 
lot fluorescent antibody was considered accept- 
able for use the study, comparison was made 
with another conjugate known give satisfactory 
results, using serial dilutions duplicate 
known positive serum. 

The criteria acceptability were: (a) differ- 
ence titre more than two tube dilutions; 
(b) difference degree fluorescence any 
dilution more than 1+; and (c) difference 
total fluorescence observed not 
+10%. All the conjugates used the fulfilled 
these 


*Supplied Merck, Sharpe Dohme, Philadelphia, Pa. 
studies the amount anti-globulin were 
not performed. Since some denaturation protein occurs 
during conjugation, such studies would help before 
the antibody had been conjugated. Precise determination 
antibody content after conjugation would important only 
the exact amount fluorescein per mg. antibody protein 
was known, since all the serum proteins are tagged during 
the conjugation. This would require purified antibody 
solution free other protein. 

view these considerations, comparisons conjugated 
antibodies were made the test system, using known 
positive serum. this way antibody concentration and 
fluorescein concentration were estimated the same time. 
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Preparation Slides 


Calf thymic nuclei were suspended buffered 
saline (0.15 containing 0.01 NaH,PO, 
3-4 mg. per ml. drop the suspension was 
smeared alcohol-cleansed glass slides and al- 
lowed dry. area intermediate thickness was 
selected and circle about 0.5 cm. diameter 
marked with diamond pencil. The smears were 
fixed for one minute absolute alcohol, air 
dried, and washed for three 4-minute periods 
buffered saline. The slides were then carefully 
blotted without touching the marked area. About 


two drops the serum tested were 


added the scored area and incubated min- 
utes room temperature moist atmosphere. 
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Results have been expressed serum titre and 
total fluorescence observed the dilutions studied. 
The serum titre has arbitrarily been defined the 
highest dilution read positive two the three 
observers. The total fluorescence represents the sum 
the average the two three readings each 
dilution. “example the calculation the 
serum titre and total fluorescence shown Table 

was repeatedly observed that very thick 
thin smears the degree fluorescence varied. 
smears which were too thick, coalescence the 
nuclei seemed occur and this resulted 
marked variation the degree fluorescence ob- 
served the slide. the other hand, very thin 
smears the nuclei tended fragment, and this also 


TABLE TITRE AND FLUORESCENCE 


Estimation 


degree Reciprocal dilution 
Observer 
4.0 4.0 3.0 2.5 1.0 0.75 0.5 0.25 0.25 0.25 
4.0 4.0 3.0 2.5 2.0 1.0 1.0 0.5 0.25 0.25 
4.0 3.5 3.5 3.0 1.5 1.5 1.0 0.5 0.5 
Total 12.0 11.5 10.5 8.5 6.0 3.5 1.5 1.0 0.75 0.25 
Total fluorescence—19.6. 


The serum was decanted, and the slides were rinsed 
buffered saline and washed for three 4-minute 
periods fresh buffered saline. After the slides 
were blotted, about two drops the conjugated 
anti-globulin were added the scored area and in- 
cubated for minutes before. The slides were 
again washed and a.drop phosphate-buffered 
glycerol parts glycerol and part phosphate- 
buffered saline) was applied. coverslip was then 
placed over the preparation. early studies the 
coverslips were sealed with cement, but since this 
did not prevent fading fluorescence, the 
slides were not sealed the majority the studies. 

The slides were examined under the microscope 
using ultraviolet light source.* Slides were con- 
sidered positive any fluorescence was observed 
the nuclei, and the degree fluorescence was 
graded from faint trace (0.25) maximum 
4-plus The slides were read independently 
least two, and most instances three, 
ent observers without knowledge the source 
the sera the dilutions involved. All sera were 
initially examined undiluted and dilution 1:4. 
any fluorescence was observed, serial doubling 
dilutions were made. known negative and 
plus positive serum were included each day 
controls. 


*Leitz 150-watt mercury-vapour lamp with filters, mm. 
heat protection, No. UG1, mm. 

*The numerical values have real quantitative significance, 
but are employed facilitate comparative studies. 


caused variation the degree fluorescence. 
There was, however, wide range within which 
the concentration the nuclei did not 
the reproducibility the readings. marking 
areas different thickness and staining with 
stain, was very simple determine the 
gross appearance areas which were suitable 
thickness. Such areas were selected for each slide 
but occasionally slides were unsatisfactory despite 
these precautions. These slides were considered un- 
acceptable and the tests were repeated. 


Cell Preparations 


L.E. cell preparations were performed the 
method Zinkham and The tests were 
read positive only when typical L.E. cells were 
seen. When structures resembling L.E. cells were 
not typical, they were reported “suggestive” L.E. 
cells. Preparations which contained free extracellu- 
lar material (ECM) without evidence phagocy- 
tosis were reported ECM. was further noted 
whether this material was similar the homogene- 
ous inclusion body the L.E. cell, was not homo- 
geneous, merely consisted strands and lace. 
Where material resembling the inclusion body 
the L.E. cell was seen surrounded leukocytes 
but without phagocytosis, the preparation was 
reported showing rosette formation. 
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RESULTS 


Comparison the Individual Readings 
Three Observers 


Data pertaining 400 consecutive slides which 
had been read plus more two three 
observers were reviewed. 92% the 400 slides 
the greatest difference between the three readings 
was not more than 


“241. A - JHM 691521 
SLE 


CALF THYMIC NUCLEI 
@ (5 MONTHS OLD 
° 3 WEEKS OLO 


DEGREE FLUORESCENCE 


RECIPROCAL DILUTION 


Fig. 2.—Multiple readings serial dilutions single 
serum. 


Fig. the individual readings three observ- 
ers using two different lots calf thymic nuclei 
are plotted. There was good agreement between 
the individual readings the extremes the curve, 
and the greatest difference between the readings 
was noted the intermediate zone. 


Factors Affecting the Serum 


Storage: Eighteen sera were studied after short 
period storage and again several months later. 
The results are shown Table II. There was 
significant difference the titre during periods 
storage weeks —20°C. However, five 
cases there was decrease total fluorescence 
(Nos. 25, 31, 81, 184). 

pH: Serial dilutions sera and washing slides 
were carried out buffered saline with range 
from 6.0 7.8. differences were noted. 


Comparison Serum and Plasma 


Four studies were performed determine 
whether exposure the serum factor clotted 
blood for hours 4°C. resulted any signifi- 
cant absorption the factor. Blood was obtained 
from patient with SLE (No. 233) with titre 
1:32, and from patient who had clinical 
disorder suggestive SLE but without cells 
and whose fluorescent antibody test was negative 
(No. 246). portion each blood sample was 
allowed clot 4°C. for hours and the serum 
was second portion was added 
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TABLE STORAGE SERUM TITRE AND 
TOTAL FLUORESCENCE. 


Interval Total 
Serum No. (weeks) Titre 
1-128 24.0 
21.6 
31, 1:512 18.2 
1:512 21.3 
22.9 
1:256 24.3 
1:256 
1:512 
1:256 23.6 
1:512 25.6 
1:512 25.0 
1:512 27.5 
1:512 26.9 
1:1024 22.8 
1:4096 29.5 
1:1024 29.6 
264 1:64 5.2 
9.0 
1:64 10.0 
1:32 5.1 
1:16 3.8 
1:32 
136 1:1024 26.0 
1:256 23.5 
1:32 3.4 
3.7 
228 1:1024 
1:1024 
292 1:64 6.1 
1:32 8.4 
1:64 7.3 
1:64 2.9 
1:16 2.5 
184 1:32 9.8 
1:64 5.0 
1:32 2.9 
187 6.4 
1:64 4.8 


*Indeterminate owing omission some the lower 
dilutions the readings. 


silicone-coated* tube containing EDTA 
(0.1 ml. 10% Na, Sequestrene per ml. whole 
blood), and the plasma was separated and stored 
Later the plasma was recalcified and dilu- 
tions the serum and recalcified plasma were 
made and the titres The blood two 
additional patients, one with SLE and one with 
undiagnosed disease (Nos. 392 and 397), were 
tested similarly, and also after storage the sera 
and plasma for three weeks 4°C. can seen 
Table III, the results obtained with serum and 
plasma were similar all cases. 


Factors Affecting the Nuclei 


Storage: Calf thymic nuclei which were 
months old were compared with nuclei which were 
weeks old titration positive serum using 
both lots nuclei, shown Fig. the results 
were similar, indicating that storage nuclei 
months vacuo 4°C. had effect the 
readings. 


*General Electric Company, Dri-film, SC-87. 
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TABLE SERUM AND 


Titre Total fluorescence 


No. 1:32 10.5 
Plasma No. 233........... 1:32 11.6 
Plasma No. 246........... 1.4 6.3 

Stored —20° 
Serum No. 392............ 1:32 4.4 
Plasma No. 392........... 1:16 4.9 
Serum No. 397............ 1:8 2.2 
Serum No. 392............ 132 4.2 
Plasma No. 392........... 1:8 2.3 
Serum No. 397............. 1:4 
Plasma No. 397........... 1:4 6.6 


*Indeterminate due lack value for one dilution. 


Method Fixation: Similar results were ob- 
tained using absolute alcohol for one minute 
and acetone for minutes. Absolute methy] alco- 
hol was chosen because the saving time. After 
fixation, slides were kept for periods one week 
without change either the titre degree 
fluorescence serum studied repeatedly during 
the week. 
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TABLE V.—DETERMINATION REPRODUCIBILITY 
SEPARATE AND SIMULTANEOUS STUDIES 


Date Total 

Patient Sera study 
R.B. Sample (No. 58) 9/5/58 1:4096 29.5 
Sample (No. 264) 2/6/59 1:64 5.2 
S.J.H. Sample (No. 1:512 25.4 
Sample (No. 1:512 27.5 
G.N. Sample (No. 8/9/58 1:32 16.3 
Sample (No. 184) 9.8 


studied the course the regular investigation. 


The results the four studies with each serum 
were similar. Table shows the results obtained 
the serum the patient with SLE. 

three cases, two samples serum from the 
same patient were studied separately and later 
date were re-studied simultaneously. The results 
were similar, noted Table The differences 
seen initially between the two samples from R.B. 
(No. 58,264) were confirmed the second study. 


TABLE THE STUDIES THE SAME SAMPLE SERUM 


Serum Reciprocal dilution Titre Total fluorescence 
Fluorescence 49.......... 1.7 1.3 0.3 0.6 0.8 0.3 1:64 7.0 
2.3 2.3 1.5 0.8 0.5 0.3 1:32 7.7 
2.0 2.0 1.5 0.6 0.5 0.2 1:32 6.8 
1.3 1.2 1.2 0.4 0.9 0.3 1:32 5.3 


Blocking Studies 


The addition unconjugated rabbit anti-human 
gamma globulin prior conjugated anti-globulin 
reduced but did not completely block the attach- 
ment the conjugate. The reduction fluo- 
rescence was from 1-2+ each three 
determinations; and from two 
other determinations. 


Duration Incubation Serum and Conju- 
gated Anti-Globulin 


Variation the time incubation lupus 
serum from minutes and conjugated 
significant difference the degree fluorescence 
observed. Incubation with serum for minutes 
and conjugate for minutes was used arbitrarily 
all subsequent studies. 


Reproducibility 


Samples serum were obtained from patient 
with SLE, patient with positive L.E. cell prep- 
aration who had only arthritis characteristic 
rheumatoid arthritis, case undiagnosed disease, 
and normal individual. Each sample was divided 
into four aliquots, assigned separate numbers, and 


The decrease total fluorescence both samples 
from G.N. (No. 1184) suggests that some deterior- 
ation occurred during storage. 

Tables and are listed the results all 
cases which the same sample serum was 
studied more than one occasion. case was 
the difference titre greater than two tube dilu- 
tions. Differences total fluorescence were usually 
within four units and never greater than nine units. 

Table are shown the results studies 
two samples serum from different patients 
which initially the titres were similar but the total 
fluorescence observed was very different. When 
the samples were later studied simultaneously, 
significant difference titre was observed, and the 
difference total fluorescence was confirmed. This 
study demonstrates that the serum titre itself 


TABLE DIFFERENCE BETWEEN 
Two SERUM TOTAL FLUORESCENCE WHERE 
APPEARED SIMILAR 


Serum Total 
No. Date 
Studied separately: 10/27/58 1:256 21.6 
187 1/27/59 1:256 6.4 
Studied 
simultaneously: 3/18/59 1:512 18.2 
187 3/18/59 4.8 
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TABLE Stupy 243 SAMPLES SERUM EXPRESSED SERUM TITRE AND TOTAL FLUORESCENCE 


Diagnoses Total 


History positive 


Possible systemic lupus 
Idiopathic thrombo- 
Biologic false positive 
serologic test for 
Acquired 
Discoid lupus 
erythematosus........ 
Scleroderma............ 
Drug reaction: 
Primidone............ 
Sulphonamide......... 
Hydralazine........... 
Dysproteinemia......... 


not always reliable means comparing different 
sera. 


II. STUDIES 
Titres 
Groups 


Normal individuals. Fifty-nine studies were 
performed individuals, apparently normal 
and healthy, who were selected only through their 
availability. The results are recorded Table VII. 
only one individual was serum titre higher 
than 1:4 seen, and this case the titre was 1:16. 
When this same sample serum was restudied 
later date, the titre was 1:4. Two subsequent 
samples serum from this individual were nega- 
tive. 

Patients with disease unrelated SLE. This 
group included patients with sarcoidosis, two 
with non-toxic goitre, and one each with aplastic 
acute leukemia, aleukemic 
nutritional circulating 
(AHF), uveitis, pneumonia, malignant hyperten- 
sion, hyperthyroidism, cerebrovascular accident, 
and obesity, rubella, arthritis, mi- 
graine headaches, cirrhosis, and carcinoma 
the cervix, The results are shown Table VII. 
only one case was titre higher seen. 
This was patient with sarcoidosis whom the 
titre was 1:8. 

Patients with The results 
the studies patients with increased amounts 
gamma globulin are shown Table VII and 
Fig. one case the titre was 1:512 and this titre 
was confirmed two subsequent samples serum. 
These sera were obtained from patient with 
multiple myeloma who had macroglobulin mi- 
phoresis.* 


point special interest about the studies this patient 
was the fact that the appearance the was very 
different from that usually seen. The nuclei were covered 
with bright speckles fluorescent material and there were 
marked differences the amount fluorescence different 
nuclei each slide. 


Reciprocal dilution 


128 256 


Total fluorescence 


16.1-32.0 


1024 2048 2.1-4.0 4.1-8.0 


PATIENTS WITH CERTAIN 
FEATURES SEEN SLE 


This group includes patients with “idiopathic” 
thrombocytopenic purpura (ITP), acquired 
lytic chronic hepatitis, rheumatoid arth- 
ritis, biologic false positive serologic test for 
syphilis, drug reactions, and other collagen diseases, 
and patients with undiagnosed disease whom 
the diagnosis SLE has been considered but who 
have never positive L.E. cell preparation. 
Table VII the number patients 
each these categories and the results obtained. 


256 
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<i 000000 
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Fig. 3.—Results fluorescent antibody test patients 
with SLE and controls. 
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PATIENTS WHO SOME TIME THEIR DISEASE 
HAD CELL PREPARATION 


Sixty-one studies were performed patients 
who had been shown have positive L.E. cell 
test some time their disease. Thirty-five 
these patients showed characteristic clinical 
manifestations SLE with multiple 
volvement. Four patients this group demon- 
strated only arthritic involvement rheumatoid 
nature. 

Thirty-five the patients this group had 
titres greater than 1:4 when first studied. The actual 
titres each case are listed Table VII and Fig. 

the basis the findings patients with 
history positive L.E. cell preparation, 
normal individuals, and patients with unrelated 
diseases, the results may arbitrarily classed 
negative, doubtful, positive. All titres and 
including 1:4 are considered negative. Titres 
1:8 1:32 are classed doubtful and probably 
represent weak positive reactions. All higher titres 
are considered positive. 

the patients the positive L.E. group, 
were positive and nine doubtful. the group 
patients with possible SLE (?SLE), three were 
positive and four doubtful. Positive results were 
obtained apparently healthy sister one 
the patients with SLE, one patient with rheu- 
matoid arthritis, one case ITP, one patient 
with chronic hepatitis, patient with 
phenomenon probably secondary 
(Mysoline) toxicity, and patient with multiple 


with macroglobulin migrating 


globulin. Doubtful results were seen 
one patient with rheumatoid arthritis, one case 
ITP, one patient with auto-immune 
two cases chronic hepatitis, one patient 
with scleroderma, one instance biologic false 
positive serologic test for syphilis, one patient with 
penicillin reaction, and one apparently normal 
individual. Negative results have been found 
all the remaining studies. 


Relation Between Results Cell Prepar- 
ation and Fluorescent Antibody Test 


L.E. cell tests were performed the same 
sample serum used the fluorescent antibody 
test for each the 210 patients included the 
study. Comparison these results made Fig. 
cases which the L.E. cell preparation 
was positive, the serum titre was 1:8 higher 
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Fig. 4.—Relation between L.E. cell test and serum titre. 


29, and 1:256 higher The one exception, 
which the fluorescent antibody test was negative, 
appeared patient whose clinical disease was 
limited characteristic rheumatoid arthritis. 
the cases which suggestive L.E. cells were 
seen, the serum titre was greater than 1:4 nine. 
All these patients had the characteristic clinical 
manifestations SLE. One the two patients with 
negative fluorescent antibody test had only arth- 
ritis, the second case, definite diagnosis has 
not been made but the clinical picture com- 
patible with SLE. Titres greater than 1:4 were 
seen three five cases which only rosette 
formation was noted the L.E. cell preparation. 
the cases where only extracellular material was 
found, serum titres greater than 1:4 were seen 
21. the 104 specimens which the L.E. cell 
preparations were negative, the fluorescent anti- 
body test was also negative 86. 

The group with extracellular material has been 
further subdivided shown Table VIII. Sig- 
nificant titres were found the cases 
which the material was homogeneous and nine 
cases the titres were greater than 1:32. Significant 
titres were found only three cases with 
non-homogeneous extracellular material, and 
only three cases where the extracellular 
material consisted strands and lace. the 104 
cases which the L.E. cell test was completely 
negative, significant titres were seen cases 
and six the titres were greater than 1:32. Fifty- 
three per cent the cases with homogeneous 


TABLE BETWEEN Test AND FLUORESCENT ANTIBODY TEST 


Per cent positive and doubtful 


L.E. cell test Fluorescent antibody test fluorescent antibody test 
Positive Doubtful Negative 
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AND TITRE (ON INITIAL PATIENTS 


L.E. cell test Fluorescent antibody test Total 


Positive Negative 
Titre>1:32 


Typical L.E. cells 
Suggestive L.E. cells 
Rosettes 
ECM 


Negative 


Oe 


extracellular material had significant titres, but the 
incidence significant titres with non-homogene- 
ous material and strands and lace was 23.0 and 
16:6%, respectively. These results are similar the 
17.3% incidence significant titres those cases 
which the cell preparation was completely 
negative. 


Table are seen the results the L.E. cell 
test and fluorescent antibody titres the first 
sample serum obtained from each the 
patients the positive L.E. group. Whereas had 
positive L.E. cell preparations with typical L.E. 
cells, 26, including one patient with only arthritis, 
had positive fluorescent antibody tests with titres 
greater than five cases the L.E. cell prepar- 
ation was entirely negative compared four 
cases which the fluorescent antibody test was 
negative. Two these four cases had only arthritis. 
Whereas L.E. cells suggestive L.E. cells were 
seen the patients, significant titres 
were found 35. 


Total Fluorescence 
Groups 


Normal individuals. The total fluorescence was 
two units less all but one studies 
normal individuals. this case the total fluores- 
cence was 4.0 units. 


Patients with disease unrelated SLE. one 
patient with sarcoidosis, the total fluorescence was 
4.0 units. the remaining cases 
fluorescence was two units less. 


Patients with The total fluor- 
escence was nine ten one 
exception showed total fluorescence units. 


PATIENTS HAvING CERTAIN 
FEATURES SEEN SLE 


Total fluorescence more than two units was 
observed cases. Excluding those cases grouped 
possible SLE there were cases 
which the total fluorescence was greater than 8.0 
units. 


PATIENTS L.E. CELL PREPAR- 
ATION THE PAST 


having positive L.E. cell test, the total fluores- 
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cence was greater than 2.0 units all but five 
cases, two whom had only arthritis, When first 
studied, the patients this group had 
values for total fluorescence greater than 2.0 units 
and cases the total fluorescence was greater 
than units. 


These results are summarized Table VII. 


Titre and Total Fluorescence 


Fig. the results the initial studies all 
patients are plotted terms both titre and total 
fluorescence. The results tend fall into three 
groups. There very large group (1) with titres 
1:4 less and total fluorescence two units 
less. the next group (2) the titres range from 
units. The last group (3) includes titres 1:256 
and higher with total fluorescence units 
greater. 
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RECIPROCAL OF DILUTION 


Fig. 5.—Results fluorescent antibody test. 


Twenty-one the patients group (3) had 
history having positive L.E. cell preparation. 
the remaining two patients, one possible 
case SLE. The other was considered “false 
This patient’s autopsy findings revealed 

The patients group (1) include all but one 
the normal individuals and all but two the 
patients with disease unrelated SLE. addition, 


UNRELATED DISEASE 
AND NORMAL 


NUMBER OF PATIENTS 


Fig. 6.—Results fluorescent antibody test various 


diseases. 
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contains large proportion patients with 
diseases having features seen SLE and those 
with possible SLE. Two the patients with 
history positive cell preparation are also 
included here. 

Group (2) contains one normal individual and 
one patient with sarcoidosis. The remaining cases 
group (2) are patients either with history 
positive L.E. cell preparation with diseases 
having certain features seen SLE. 


DEGREE 


RECIPROCAL DILUTION 


Sept. 10, 1960, vol. 


fluorescence noted each dilution was slightly 
less. this case there was decrease total 
fluorescence from 25.0 14.4. should empha- 
sized that the comparative studies these two 
serum samples were made the same time under 
identical conditions and that the readings were 
made without knowledge the dilutions involved 
the source the sera. 


the positive L.E. group, another patient 
(C.McK.) was studied originally while clini- 


TOTAL 
TITRE FLUORESCENCE PREP 
8-5-58 22.9 
4-13-59 1:2 0.4 PREP. 
DONE 


ONLY TWO OBSERVERS 


BEFORE REMISSION 


Fig. 7.—Results fluorescent antibody test before and after clinical remission. 


Antibody Disease Activity 


the positive low serum titres were 
seen three patients who showed moderate 
marked activity their disease the time 
the study. Nine patients the group with 
slight activity, who were remission, showed 
low titres. Adequate clinical information was not 
obtained two cases. Twelve patients 
the group who had positive titres showed slight 

Samples serum from three patients with the 
clinical manifestations SLE including positive 
L.E. cell test were obtained during the active 
phase either befcre treatment was initiated very 
shortly thereafter, and again after marked degree 
clinical improvement had occurred. The results 
the tests these sera are shown Figs. and 
two cases treated with steroids, significant fall 
serum titre accompanied impressive de- 
crease the amount fluorescence each dilu- 
tion occurred with clinical improvement (see Figs. 
and R.B.). the third case, treated with 
chloraquine (Fig. there was signifi- 
cant change serum titre but the amount 


cal remission steroids. Her L.E. cell preparation 
was negative, her titre was 1:16, and total fluores- 
cence was 4.9 units. Ten months later she was 
admitted the hospital with acute nephritis. 
this occasion her titre had risen 1:64 and total 
fluorescence 13.9 units. Her cell test 
this sample showed rare typical L.E. cells. Two 
weeks later her titre was 1:512, total fluorescence 
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BEFORE REMISSION 


RECIPROCAL DILUTION 


Fig. fluorescent antibody test before and 
after clinical remission. 
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was 22.3 units, and cell preparation showed 
only suggestive L.E. cells and rosettes.* 


These studies demonstrate that the fluorescent 
antibody technique provides sensitive method 
for the detection serum factor, presumably 
antibody nature, which has affinity for calf 
thymic nuclei. would appear that this technique 
more sensitive method for the detection 
anti-nuclear antibodies than the L.E. cell test. 
Significant amounts the serum factor have been 
found the initial study patients with 
history having had positive L.E. cell prepara- 
tion, whereas the L.E. cell preparation the same 
sample serum was positive only 20. 


The specificity the method remains uncertain. 
individuals and patients with unrelated 
diseases could usually distinguished from 
patients with history positive cell 
preparation. Significant amounts serum factor 
have been found patients who not have 
such history. However, seven these patients 
have the clinical manifestations characteristic 
SLE. Fourteen the remaining cases might con- 
ceivably have SLE. The diagnoses this group 
include: rheumatoid arthritis, “idiopathic” throm- 
bocytopenic purpura, auto-immune hemolytic 
chronic hepatitis, biologic false positive 
serologic test for syphilis, drug hypersensitivity 
and scleroderma. addition this group contains 
one apparently normal individual, sister 
patient with SLE, and patient with multiple 
myeloma and showing atypical 
fluorescence. 


The amount serum factor can estimated 
determination serum titre total fluorescence 
observed. There appears relationship be- 
tween the serum titre and total fluorescence. Sera 
exhibiting high degree fluorescence without 
exception show high titre. Nevertheless, samples 
serum with the same titre may have marked 
differences total fluorescence. Differences 
total fluorescence must interpreted with some 
caution except where the studies are carried out 
simultaneously and under identical 
However, when this was done, the differences 


‘noted studies performed separate times were 


confirmed. one patient (S.J.H.) marked fall 
total fluorescence occurred without any signifi- 
cant change serum titre after the patient had 
been apparently complete clinical remission 
for several months. There appears relation- 
ship between the amount serum factor and the 
clinical status patients with SLE that patients 
with active disease the large majority cases 
show high serum titres. small number cases, 
the initial serum titre has been seen decrease 


*The values shown for these latter 
obtained simultaneously with the first study this patient. 
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when the patients went into However, 
high titres and total fluorescence have been found 
patients who were either clinical remission 
exhibited only mild disease activity. Thus, the 
amount serum factor cannot considered 
accurate reflection disease activity. only two 
cases have titres and total fluorescence the 
normal range been associated with evidence 
active disease. However, both cases the only 
evidence disease activity was chronic renal 
failure which may have been secondary irrever- 
sible damage. 


The serum factor with affinity for calf thymic 
nuclei has many the characteristics anti- 
strated the indirect Coombs method using the 
eluted from nuclei and nucleoprotein which have 
been exposed serum Complement fix- 
ation has been demonstrated when the serum 
patients with SLE incubated with whole 
nuclei and with several components 
histone, and saline extract nuclei. addition, 
DNA precipitating factor has been demonstrated 
the serum some patients with 


has been suggested that the serum factor re- 
sponsible for L.E. cell formation synonymous 
with the factor with affinity for nuclei and nucleo- 
L.E. factor can absorbed from 
serum with nuclei nucleoprotein 
quently eluted. the present studies, .relation- 
ship has been shown between the serum titre and 
the results the L.E. cell test. Significant titres 
were found cases which unequivocal 
suggestive L.E. cells were seen. The three cases 
that were exceptions were considerable interest. 
Two these patients show only the clinical mani- 
festations rheumatoid arthritis. definite diag- 
nosis has not been made the third case, but there 
are many features suggestive SLE. Possible 
explanations for the negative results these three 
cases include: 


Under certain conditions the L.E. cell prepara- 
tion may more sensitive than the fluorescent 
antibody technique. 

The L.E. cell factor may not always gamma 
globulin. 

The L.E. cell factor may not identical with 

the serum factor with affinity for nuclei and 
nucleoprotein, although closely allied it. 


This latter explanation best fits the available evi- 
dence and agreement with observations 
other 


recent years the concept SLE disease 
been suggested. Auto-immune 
may develop patients with and there 
increased incidence biologic false positive sero- 
logic test for addition, drug hyper- 
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circulating anticoagulant may and 
this also may depend altered immune 
mechanism. Thrombocytopenia common 
and this has been attributed immune mecha- 
nism. The accumulated evidence suggests that the 
serum factor with affinity for nuclei anti- 
nuclear antibody, and that probably another 
manifestation the altered immune mechanism 
this 


SUMMARY 


method utilizing the fluorescent antibody tech- 
nique was employed study factor with affinity for 
calf thymic nuclei the serum patients with 
systemic lupus erythematosus and other diseases. 
attempt was made quantify the amount serum 
factor means titre determinations. High titres 
(up 1:2048) were encountered the serum 
patients with multiple clinical manifestations SLE 
and history positive L.E. cell test. The titre 
the anti-nuclear substance was not always related the 
degree fluorescence observed. 

The sensitivity the method was compared with 
the results obtained with L.E. cell preparations per- 
formed the same sample serum. cases 
patients who some time had positive L.E. cell 
preparation, the L.E. cell preparation was positive 
the time study, whereas cases showed 
significant titres anti-nuclear antibody. Positive re- 
sults were also seen three cases possible SLE 
and five cases with diseases seemingly related 
SLE. One apparently “false positive” result 
tained with the serum from patient with multiple 
myeloma and 


CRYPTOCOCCOSIS: 
REPORT FIVE CASES 


ARTHUR HARLAND, M.B., B.Ch., 
Montreal 


NEOFORMANS (Torula histolytica) 
yeast-like non-mycelial organism, 
possessing thick mucoid capsule. widespread 
nature and has been isolated from soil, fruit, 
raw milk and pigeon excreta. Infection this 
organism was first described 1894, and 
now over 300 cases have been There 
widespread distribution the disease with 
distinctly endemic areas such occur with histo- 
plasmosis and coccidioidomycosis. The majority 
reported cases are from the United States 


*Assistant Pathologist, Jewish General Hospital, Montreal. 
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High serum titres were found cases showing 
active disease, but also cases either with slight 
activity remission. only two cases was there 
evidence low titre associated with active disease. 
The changes serum titre with remission exacer- 
bation the diseases are illustrated several cases. 
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America and from Australia. There may not 
increased incidence the disease these areas 
but rather greater clinical awareness. 

The organism pathogenic wide variety 
animals including horses, dogs, cats, monkeys, 
guinea-pigs and dairy cattle. Rabbits 
resist infection, possibly because their higher 
body temperature. man, the usual primary in- 
fection the respiratory tract. Experimental 
however, suggests possible portal 
entry the alimentary tract, and occasional infec- 
tions have followed local inoculation.* The organism 
has low virulence, and cases direct trans- 
mission man have been reported. However, ex- 
tensive outbreaks cryptococcal mastitis epi- 
demic proportions have occurred dairy herds. 
The majority patients with cryptococcosis are 
between and years age, but the disease has 
been described patients all ages. Males are 
affected slightly more frequently than females. 
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The infection may remain localized the site 
entry but more frequently disseminates, show- 
ing definite predilection for the central nervous 
system. Thus far the commonest clinical syn- 
drome results from meningo-encephalitis, the onset 
which often insidious, although history 
upper respiratory pulmonary infection may 
obtained. Frontal headache usually the first com- 
plaint and may initially intermittent but be- 
comes increasingly severe and continuous. Vomit- 
ing frequent complaint and there may ver- 
tigo and faintness. Examination usually reveals 
expanding intracranial lesion with few localizing 
signs, and there often evidence meningeal irri- 
tation. Fever slight absent. 


Diagnosis made examination the cerebro- 
spinal fluid. This usually under increased pres- 
sure and clear, with slightly increased protein and 
reduced sugar and chloride concentrations. There 
are usually between 300 and 700 white blood cells 
per mm., lymphocytes predominating. 


The organism can seen direct examination 
the spinal fluid using the India ink technique. 
This outlines the mucinous capsule transparent 
halo around the cell, spherical structure between 
and microns diameter. Budding forms help 
identification. The organism grows most com- 
mon bacteriological media, both 37° and 
room temperature, forming visible mucoid colonies 
two three days. One source confusion 
the presence encapsulated, non-pathogenic cryp- 
tococci air, sputum and skin, usually classified 
Crytococcus neoformans var. innocuous, but these 
strains are unable grow 37° 


Clinically there usually progressive deterior- 
ation until death supervenes few weeks 
months. However, infection may 
reported one case young woman whose 
illness lasted for years from diagnosis till death. 
Although the brain the commonest site infec- 
tion, other systems may involved. Cawley, Gre- 
kin and Curtis® reviewing 120 cases crypto- 
coccosis noted that had cutaneous manifestations 
the disease. Bone lesions are present about 
10% and are usually multiple and widely 
disseminated. Clinical diagnosis often difficult 
and usually made biopsy Joint 
involvement rare and occurs secondarily bone 
disease. Any tissue, however, may involved 
the widely disseminated forms the infection, 
although clinical manifestations are unusual. 

The incidence cryptococcosis much higher 
patients with malignant diseases the reticulo- 
endothelial such Hodgkin’s disease, 
lymphosarcoma and multiple myeloma. 
This parallels the higher incidence other infec- 
tions, such tuberculosis and brucellosis, these 
disorders, and probably represents lowered body 
resistance. one such cryptococcosis, histo- 
plasmosis and tuberculosis occurred simultaneously 
patient with Hodgkin’s disease. 


HARLAND: 


The clinical and pathological features crypto- 
coccosis are illustrated the following case reports 
patients seen during various stages their dis- 
ease the Jewish General Hospital, Montreal, 
the past five years. 


REPORTS 


1.—D.L., 20-year-old French Canadian girl, 
was admitted hospital July 1946, complaining 
painless lump the neck three months’ duration. 
chest radiograph revealed slight mediastinal enlarge- 
ment, and diagnosis atypical Hodgkin’s disease was 
made after biopsy examination cervical node. 
the succeeding years she had nine hospital admis- 
sions during which the diagnosis Hodgkin’s disease 
was confirmed repeated biopsies. X-ray therapy, 
nitrogen mustard, T.E.M. and blood transfusions were 
administered. January 1957, she complained 
recent weight loss, and x-ray examination the chest 
revealed for the first time patchy infiltrations the 
right lower and left upper lung fields. February 
1957, she complained sore throat and cough; 
superficial 3-mm. ulcer was noted the soft palate. 
This healed three days. She was found diabetic 
and insulin therapy was commenced. April 1957, 
she complained difficulty breathing and con- 
tinuous left shoulder pain. She expectorated copious 
white sputum and had fever 102° Chest radiog- 
raphy revealed further infiltration the lung fields. 
Yeasts were noted smear the sputum, and 
pneumococci and monilia were reported culture. 
Culture for Mycobacterium tuberculosis was negative. 
The dyspnoea was partially relieved bed rest, use 
bronchial dilators, chemotherapy and ACTH. 
May 1957, she was again complaining weakness and 
and the chest radiograph showed diffuse infil- 
tration. She continued cough and had intermittent 
fever. Her 15th and final hospital admission was 
June 18, 1957. addition the previous findings she 
was now anemic and very ill. She complained bitterly 
right frontal and temporal headache and nausea. 
She became disoriented, drowsy and eventually coma- 
tose, and died July 10, 1957. 


autopsy the body weighed lb. Enlarged, 
fleshy but discrete lymph nodes were found the 
mesenteric, axillary, tracheo-bronchial, mediastinal, 
retroperitoneal and peripancreatic regions. The spleen 
weighed 260 and was adherent the surrounding 
structures. Section showed nodular 
obliterating the normal architecture. Tumour masses 
were found the stomach, and another mass had par- 
tially obstructed the sigmoid colon. Nodular, yellow- 
brown rubbery masses were seen all 
especially the peribronchial sites. Yellow areas were 
noted the thoracic and lumbar vertebral bodies. 
abnormality was seen the meninges, but after fixa- 
tion scattered cystic areas were noted throughout the 
brain substance. These varied between and mm. 
diameter and were most numerous the basal 
ganglia. 

Microscopically, typical changes Hodgkin’s dis- 
ease were found all lymph nodes examined and also 
the spleen, liver, stomach, sigmoid colon and verte- 
bral bone marrow. The solid masses the lungs also 
represented lymphomatous infiltration. addition 
this widespread neoplastic disease, widely dissemin- 
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Fig. 1.—Case Lung with budding cryptococci alveolar 
septa. methenamine-silver stain, 200. 


ated infection Cryptococcus neoformans was noted. 
The small cysts the brain contained masses the 
encapsulated organisms, and the meninges were also 
involved. Characterisically there was virtually reac- 
tion the organisms. The lungs (Fig. revealed 
widespread involvement both relation and separate 
from the neoplastic infiltrates. The organism was also 
found lymph nodes, kidney, bone marrow and the 
thyroid gland. the kidney the organisms were local- 
ized (Fig. 2), where focal destruction was 
evident. 


2.—E.R., 53-year-old Hungarian woman, was 
first admitted June 15, 1959, complaining 24- 
weight loss, anorexia and fatigue three months’ 
duration. She had had inguinal node biopsy Hun- 
gary 1952, and had received course x-ray 
therapy. Examination June 1959 revealed 
hepatosplenomegaly and enlarged axillary node. 


Fig. Renal glomerulus with cryptococci within 
loops. methenamine-silver stain, 200. 
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Chest radiography revealed large pleural effusion 
the left with widening the mediastinum. Hodg- 
kin’s disease was diagnosed axillary 
She was given nitrogen mustard and x-ray therapy, 
and her condition improved slightly. 

She was readmitted December 12, 1959, complain- 
ing persistent and progressive vomiting for ten days, 
associated with constant occipital headache and dizzi- 
ness. Left ptosis but other neurological abnormality 
was found. abnormal masses lymph nodes were 
palpated. chest radiograph revealed area pul- 
monary consolidation the left base. Her condition 
steadily deteriorated; she became drowsy 
ented, and died coma December 25. 


Fig. 3.—Case Clusters small cystic lesions the 
putamen the right and the caudate nucleus the left. 


autopsy the body weighed 110 There was 
500 clear fluid the right pleural En- 
larged matted mediastinal and peripancreatic lymph 
nodes were found. The spleen weighed 210 and was 
firm and nodular. tumour mass was found the 
hilum the left lung. The meninges were slightly 
pigmented but not grossly thickened. Section the 
brain after fixation (Fig. revealed numerous clusters 
small cysts the basal ganglia, bilaterally. Micro- 
scopical study showed Hodgkin’s disease involving 
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Fig. 4.—Case Brain with expanding colonies crypto- 


cocci. Note the absence inflammatory reaction. 
methenamine-silver stain, 150. 
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spleen, lymph nodes and lung. Cryptococcus 
mans was demonstrated large numbers the brain 
cysts (Fig. 4), the meninges, lungs, liver and spleen. 
The organisms occurred singly variably sized 
clusters, pushing aside the normal tissues. Virtually 
inflammatory response was present any these 
situations. 


3.—S.A., 63-year-old white woman, was 
first admitted the Jewish General Hospital 1944, 
which time she was found have polycythemia 
vera. For eight years the condition was controlled 
repeated phlebotomies. 1953, she received x-ray 
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Fig. Lung with destructive granulomatous in- 


flammation. Note the typical cystic lesions the lower half 
the field. phloxine and saffron, 150. 


therapy enlarged spleen, and later the same year 
she was discovered have staghorn calculus the 
right kidney with associated acute pyelonephritis. 
She also had hypochromic which improved 
iron therapy. She was admitted hospital again 
October 1956, with obstructive jaundice due stone 
the common bile duct. She was treated conserva- 
tively because she was considered poor surgical risk. 
Jaundice persisted for the next year and then cleared 
spontaneously. July 1957, chest radiograph re- 
vealed poorly defined densities the lingula the 
left lobe and the right upper and lower lobes. The 
parenchymatous infiltrations were not present 
previous film seen four months earlier. 


She was admitted the Jewish Hospital Hope 


October 1957, complaining nausea and vomiting 


several weeks’ duration. She was cachectic and had 
signs congestive heart failure. There were signs 
neurological disease. chest radiograph now showed 
multiple mottled shadows throughout both lungs with 
conglomeration the right lower and left mid-lung 
fields. Her condition steadily deteriorated and she died 
November 14, 1957. 


Autopsy was performed the Pathological Insti- 
tute McGill University. The body weighed lb. 
The heart showed left ventricular hypertrophy. There 
was generalized arteriosclerosis. The lungs were 
riddled with firm white nodules. The gallbladder con- 
tained two large calculi, and the common bile duct was 
obstructed stone. The spleen weighed 1100 
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the organ was firm. staghorn calculus occupied the 
right renal pelvis. The brain weight 1056 Numerous 
small cysts were found scattered throughout the brain 
stem, cerebellum, and cerebral hemispheres, being 
most marked the basal ganglia. Microscopical study 
revealed generalized cryptococcal dissemination. The 
organisms had produced severe destructive lesions 
the lungs with granulomatous inflammatory 
response (Fig. 5). the necrotic areas masses 
cryptococci could seen. Similar destructive lesions 
were noted the adrenal gland and the organisms were 
found the lymph nodes and kidneys. The brain cysts 
contained masses organisms. Moderate gliosis was 
present the surrounding tissue. addition the 
fungal infection there was hyperplasia the bone mar- 
row and myeloid metaplasia the spleen. Bilateral 
acute and chronic pyelonephritis was also present. 
Cryptococcus neoformans was grown Sabouraud’s 
medium from lung and kidney tissue. 


74-year-old white man, was ad- 
mitted the Jewish General Hospital August 1954, 
complaining weakness and fatigue. was found 
have herpes zoster. December 1954, developed 
bilateral glaucoma secondary inactive irido-cyclitis. 
did not respond conservative treatment, and 
bilateral cyclodiathermy was performed. chest radio- 
graph revealed scoliosis and increased markings the 
right side. was transferred the Jewish Hospital 
Hope February 1955 for convalescent care. 
admission was co-operative, and apart from impaired 
vision, examination was negative. His condition rapidly 
deteriorated. became increasingly noisy and difficult 
control. complained severe headaches which 
were somewhat eased codeine. His temperature 
ranged betweeen 99° and 100.4° died sleep 
March 29, 1955. 

Autopsy was performed the Pathological Institute 
McGill University. The body weighed Ib. The 
heart was not enlarged. There was slight pulmonary 
cedema but other signs congestive heart failure. 
The right adrenal gland was markedly atrophic while 
the left showed compensatory hyperplasia. The right 
kidney was atrophic too, weighing only g., while 
the left was enlarged, weighing 355 The brain 
weighed 1360 but its appearance was not described. 
Microscopical study revealed pyelonephritis the 
right. The meninges over the cortex were thickened 
and and contained numerous cryptococci. 
Cystic spaces filled with the organisms were noted 
the cerebellum, especially the vicinity small blood 
vessels. There was virtually inflammatory response. 
Giant cells forming small granulomas were encountered 
the lungs. 


5.—B.V., 54-year-old white woman, had six 
admissions the Jewish General Hospital during 1959 
for uremia due chronic pyelonephritis with acute 
exacerbations. She had mild cardiomegaly, atrial fibril- 
lation and mild diabetes mellitus. Her last admission 
was January 1960, when she complained sore 
throat and nose bleeds. She was very noisy and appre- 
hensive. Physical examination was unrevealing but the 
urine contained pus. The blood urea nitrogen value 
was 232 mg. per 100 c.c. and the hemoglobin value 
was 54%. The serum carbon dioxide combining power 
was and the potassium was 7.4 
She was extremely difficult control and was thought 
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Fig. 6.—Case Lung with granulomatous inflammation 
alveolar spaces. Hematoxylin, phloxine and saffron, 200. 


have organic psychosis probably due her 
state. She died suddenly January 

autopsy the body weighed 141 The right kid- 
ney weighed and the left Both were severely 
scarred, and section showed small abscesses scattered 
about the parenchyma. The heart weighed 500 and 
showed left ventricular enlargement. The lungs were 
The central nervous system was not ex- 
amined. Microscopical study revealed chronic pyelone- 
phritis with superimposed acute inflammation. There 
was slight non-specific myocardial fibrosis. Section 
the left lower lobe the lung revealed several minute 
granulomas. These filled alveolar spaces but left the 
septa intact. There was central necrotic area with 
surrounding epithelioid and polymorphonuclear cell 
reaction (Fig. 6). Masses characteristic encapsulated, 
budding yeasts were seen (Fig. 7). other evidence 
cryptococcal infection was 


DISCUSSION 


Five cases cryptococcosis have been described. 
The first two had Been treated for progressive 
Hodgkin’s disease while the third had had polycy- 
vera. These are diseases the reticulo- 
endothelial system which tend lower resistance 
infection. Two the five patients were diabetic. 
Diabetes associated with higher incidence 


Fig. 7.—Case Same lesion Fig. with encapsulated 
budding cryptococci demonstrated P.A.S. stain, 200. 
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infections, including mycoses, such mucormy- 
cosis, which found with increased frequency 
diabetic Steroid therapy was used the 
first patient and may have lowered the normal 
resistance. The infection was widely disseminated 
the first four cases. seems probable that 
infection started the lungs, from where pre- 
sumably spread way the blood stream. The 
organisms grew form small cystic lesions push- 
ing the normal tissues aside, but only Cases 
and was there significant inflammatory reaction, 
the organisms being characteristically inert. Clinical 
features are accordingly late and indefinite. The 
most striking feature severe headache and vomit- 
ing, and personality changes. Clinical diagnosis was 
not made any these cases, but examination 
the cerebrospinal fluid could, least four in- 
stances, have revealed the typical encapsulated 
budding yeasts, 

The occurrence five cases cryptococcosis 
single Canadian general hospital period 
five years emphasizes that this diagnosis should 
considered when severe vomiting, headache 
development personality changes appears 
debilitated patients and especially those with 
Hodgkin’s disease allied disorders. Treatment 
date has been unsatisfactory, but new drug, 
amphotericin has been used with some 


SUMMARY 


Five patients with cryptococcosis seen during five- 
year period have been described. Two had Hodgkin’s 
disease and one had polycythemia vera. The fourth 
was malnourished and the fifth had chronic renal 
failure. Two had diabetes mellitus. Four the 
patients had disseminated infection, including char- 
acteristic meningo-encephalitis. Certain clinical and 
pathological features this disease are illustrated. 


The author wishes express his thanks Dr. 
for permission use the pathological material 
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RELATIONSHIP SMOKING 
RESPIRATORY COMPLAINTS AND 
VENTILATORY 


WIGDERSON, M.D. and 
KOHAN, M.D., 
Toronto 


113 male patients was undertaken 
determine what relationship, any, smoking has 
respiratory complaints and ventilatory capacity. 
Several reports appearing the medical literature 
within recent years have suggested that such 
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than the smokers. Higgins? reported similar find- 
ings among group 734 men aged 64. 
found that the incidence cough and expec- 
toration was higher among the smokers, and that 
ventilation, measured maximum breathing 
capacity, was poorer. 

order determine whether could verify 
these findings Fletcher, Higgins and 
113 males were selected from the New Mount 
Sinai Hospital and the Jewish Home for the Aged. 
These were divided into three age groups, and 
were further subdivided into smokers 
smokers. Each patient was interrogated for respira- 


TABLE 


non-smokers 


Case No. Age Cigs. 

B—12 smokers 

Findings: 

R.C 

Cigs. 

Neg. respiratory complaints 

R.C. respiratory complaints present. 

vital capacity litres. 

MMEF 


relationship does exist. investigated 192 
postmen for respiratory symptoms 
bronchitis, and used the one-second forced expira- 
tory volume (F.E.V.) the test ventilation. 
found that the incidence smoking among 
those postmen with chronic bronchitis was very 
high. also found that the non-smokers the 
group had higher level pulmonary function 


*From the Department Medicine and the 

Laboratory the New Mount Sinai Hospital and the Jewish 

Home for the Aged, Toronto. 

Department Medicine, New Mount Sinai Hospital, 
oronto. 


TVC 70% cver TVC 90% over 


Neg. 4.90 4.10 
3.45 2.15 
4.80 100 4.80 
5.70 100 7.12 
5.04 100 8.40 
5.78 100 8.26 
6.10 4.40 
4.14 5.90 
4.54 3.69 
4.75 100 3.96 
Neg. 100 10.4 


MMEF 1.0 litre 
more/sec. 


maximal mid-expiratory flow rate litres per second. 


tory complaints, namely, cough, expectoration, 
wheezing and dyspnoea. Each patient then under- 
went tests ventilation using the 13.5-litre Collins 
respirometer. The tests employed were the one- 
and three-second timed vital capacities TVC 
and TVC) described Gaensler,* and the 
maximal mid-expiratory flow rate (MMEF) 
described Our findings are presented 
tabular form, according groups. 

The incidence respiratory complaints among 
smokers and non-smokers Group (Table 
showed significant difference. Ventilatory per- 
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TABLE 


A—12 non-smokers 
Case No. Age 


Cigs. R.C. TVC TVC MMEF 
B—29 smokers 
Findings: 
MMEF 1.0 litre 

Number TVC 70% TVC 90% over more per sec. 
formance the two groups was also identical. 


The incidence respiratory complaints among 
the smokers Group (Table was much 
higher than among the non-smokers. Ventilatory 
performance was poorer among the smokers the 
basis multiple tests expiratory delay. the 
maximal mid-expiratory flow rate was employed 
the sole test ventilation, there would differ- 
ence between the smokers and non-smokers this 
group. 

Group III (Table the incidence res- 
piratory complaints among the smokers was con- 
siderably higher than among the non-smokers. 
Ventilatory performance among the smokers was 
only slightly more impaired than among the non- 
smokers. The demonstration expiratory delay 
considerable number the non-smokers un- 
doubtedly due the influence age ventilatory 
performance. 


There would appear little doubt that smok- 
ing related respiratory symptoms such cough 
and the non-smokers all 
ages, 12% (5:42) had respiratory complaints. This 
among the smokers. Our figures also suggested that 
the longer one smokes, the greater the chance 
developing respiratory complaints. 

The relationship between smoking and ventila- 
tory function not clear-cut. The level ventil- 
atory performance among the smokers was lower 
than that the non-smokers; however, the 
difference was not marked. There was even less 
difference ventilatory performance between the 
smokers and non-smokers the age group over 
years, thereby suggesting that the ventilatory 
aberrations due smoking are not necessarily 
progressive. 
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TABLE 


A—16 non-smokers 


Case No. Age Cigs R.C. V.C. TVC MMEF 
Neg 1.26 100 100 1.58 
B—30 smokers 
Neg 100 100 7.5 
2.18 100 1.82 


Findings: 


MMEF 1.0 litres 
Number R.C. TVC 70% over TVC 90% over more per sec. 


SUMMARY 


One hundred and thirteen males between the ages 
and years were investigated determine the 
relationship smoking respiratory complaints and 
ventilatory performance. The findings suggest that 
smoking related respiratory complaints. Smokers, 
addition, have reduced ventilation values, but this 
effect not marked the relationship respira- 
tory symptoms. The disturbances ventilation were 
not found progressive. 


ERRATUM 


— 
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The title the Short Communication “The Ratio 
protein)-2 Means Separating Groups 
Coronary from Non-coronary Gaston 
Choquette, M.D., and Claude Allard, Ph.D., pub- 
lished the July issue the Journal (83: 76, 
1960), was erroneous, should have read: “The 
Ratio Total Serum Cholesterol/( Percent Alpha Lipo- 
onary from Non-coronary 
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REVIEW ARTICLE 


THE PLACE HORMONAL 
ALTERATIONS THE TREATMENT 
MAMMARY 


NORMAN DELARUE, B.A., M.D., 
F.R.C.S.[C], F.A.C.S.,+ 


THE VEXING problem the management mam- 
mary carcinoma presents confusing sidelights not 
only the treatment primary disease but also 
the effective management metastatic disease. 


Differences opinion, recorded the current 


literature dealing with these problems, continue 
commonly encountered. The recent re-em- 
phasis the frequency with which circulating 
tumour cells are found the peripheral blood 
patients harbouring primary malignancy, not only 
the breast, but also other organs, has brought 
even more sharply into focus the basic importance 
host resistance determining the effectiveness 
The experimental and clinical evidence 
suggesting that the lympho-reticuloendothelial sys- 
tem important determining whether these dis- 
seminated cells proliferate produce functioning 
metastases, also indicates that unwarranted opera- 
tion therapy critical situations may, reason 
the associated stress reaction, interfere with this 
protective response the reticuloendothelial sys- 
tem and allow progression the disease. Treat- 
ment programs must, therefore, carefully chosen 
that their effectiveness will greater than any 
possible hazard induced the stress response 
that they may also initiate. These problems are 
fundamental importance not only the manage- 
ment primary disease but also the treatment 
widely disseminated disease. 

There can argument with the thesis that 
the local problem breast best handled 
local surgical treatment and that locally active 
recurrences metastases are similarly best handled 
local methods treatment. the case local- 
ized metastatic recurrent disease this local 
therapy usually most effectively accomplished 
the use radiotherapy. Systemic therapy becomes 
necessary when the disease process widely dis- 
seminated when organs that cannot effec- 
tively safely radiated are involved. the ap- 
plication such systemic therapy many measures 
may utilized, but important choose 
method which not only effective but relatively 
safe. this connotation the present time hor- 
monal alteration represents the most successful 
method treatment available. 

Before attempting alter the hormonal balance 
order influence favourably the course mam- 
mary carcinoma, one must have intelligent 
knowledge the basic physiological relationships 


*Presented the Annual Academy Academy Medi- 
cine, London, Ontario, April 15, 
Professor Surgery, University Toronto. 


the hormones effecting mammary growth and 
development. The actual carcinogenic 
sponsible for the production mammary 
cinoma not clearly known, and indeed 
all probability true that there are several factors 
importance the genesis and subsequent de- 
velopment malignant processes the human 
breast. Although nutritional, vascular, neuroendoc- 
rine and immune reactions may play their part, the 
internal hormonal environment the factor 
fundamental importance, and the altera- 
tion this internal environment that the greatest 
success can obtained attempting influence 
the course the disease. 

has shown that the normal mammary 
epithelium wholly dependent upon hormonal 
support for growth and development. 
pointed out that many tumours retain some the 
characteristics the normal cells 
they arise. This particularly true the rela- 
tively undifferentiated characteristics. This situa- 
tion appears hold true breast cancer. male 
weanling mice will produce mitosis but 
actual adult development breast tissue. 
thought that this female hormone represents the 
stimulus for mitosis and continuing growth 
mammary epithelial cells, and indeed 
mone-dependent breast cancers are spheroidal 
cell type with poor structural differentiation. How- 
even, total mammogenesis intact pituitary- 
adrenal-gonad axis appears necessary, with 
the components functioning proper proportion. 
For example, and progesterone have 
effect the breast hypophysectomized, adren- 
alectomized and castrated animals. The addition 
this combination purified prolactin allows 
the changes develop those usually character- 
istic mid-pregnancy. necessary use crude 
prolactin, which also contains growth hormone 
and ACTH, order obtain complete develop- 
ment the glandular elements the breast it- 
self. 

Hence, because most mammary carcinomas are 
composed relatively immature anaplastic cell 
types, one would expect that they would ade- 
quately supported the presence endogenous 

and that its withdrawal would result 
regression the tumour itself. the other hand, 
those mammary carcinomas that demonstrate 
relatively normal adult appearance, other factors 
such the mammotrophic complex may es- 
sential for continued growth and development. 
these cases the subtraction cestrogen from their 
environment might reasonably expected pro- 
duce little effect their continuing development. 

has recently stressed the fact that the 
process carcinogenesis dependent upon the 
interaction local and systemic factors. The 
variety influences which may produce mammary 
carcinoma suggested the experimental observ- 
ation that methylcholanthrene-induced tumours 
rats will vary their speed and frequency 
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production depending upon the dosage the car- 
cinogenic agent, the frequency its administration, 
and also the presence favourable hormonal con- 
ditions.* Most these tumours remain hormone- 
dependent and shrink process atrophic 
change after deprivation the admin- 
istration testosterone. few them will prove 
independent hormone support and will con- 
tinue grow after castration, though examina- 
tion the cell population these cases shows 
atrophic nests next masses proliferating cells, 
indicating that some the cells have remained 
dependent whereas process maturation 
others have become autonomous least far 
the significance cestrogenic support concerned. 


Nonetheless, the importance cestrogen the 
development mammary carcinoma appears 
unquestioned and, therefore, attempting 
induce favourable response hormonal altera- 
tion, energies are commonly directed towards the 
production cestrogen deprivation the internal 
environment the tumour itself. 


TREATMENT MAMMARY CARCINOMA 


this situation the importance cestrogen sup- 
port has quite logically led assessment the 
potential value prophylactic castration the 
time the original treatment the primary 
disease. Much conflicting information has been re- 
corded the literature, and several features 


the problem prophylactic castration warrant dis- 
cussion. 


Radiation Castration versus 
Surgical Castration 


this situation now universally agreed 
that surgical castration preferable that in- 
duced radiation. Radiotherapy for this purpose 
relatively ineffective and the ideal dosage dif- 
ficult The maximum the 
radiation not apparent for about six weeks, and 
although vaginal smears may indicate response 
which immediately favourable, they tend 
return normal appearance very rapidly. Cer- 
tion the degree ovarian cortical stromal activ- 
ity, and indeed subsequent pregnancies have been 
authentically recorded after radiotherapy which 
had been assumed adequate dosage for 
radiation Consequently, administra- 
tion radiation needs continuous supervision, and 
repeat therapy may well indicated. contra- 
distinction these problems attendant upon the 
use radiation for this purpose, surgical castra- 
tion accomplished immediately, certain and 
complete. addition, those castrated surgically 
prophylactic gesture the time surgical treat- 
ment primary mammary carcinoma have been 
shown live approximately twice the length 
time those castrated radiotherapy. 
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Effectiveness Prophylactic Castration 


There has been much difference opinion re- 
garding the value castration applied this 
fashion. characteristic earlier report that 
Ackerman and del who stated that 
“there was evidence that sterilization results 
prolongation life that systematic steriliza- 
tion operated patients results the prevention 
metastases”. The more recent reports have 
tended indicate that the pendulum swinging 
moderately favour prophylactic castration. 
There general agreement that the absence 
axillary adenopathy the addition prophylactic 
castration does not improve the five-year survival 
rate dramatically. However, patients who had 
definite axillary adenopathy, Horsley, his final 
reported five-year survival 63.2%, 
compared with the control series which the 
survival was only 39.4%. Horsley, admittedly long 
proponent castration adjunct the treat- 
ment primary carcinoma, finds support now 
the report that similar situation 
survival 76.1% was obtained with pro- 
phylactic surgical castration compared again 
control series with five-year survival rate 
39.4%. the 10-year level this improvement 
persists significant level with survival 
40% compared with the control survival 
21.2%. Treves concludes that surgical castration 
delays the recurrence and prolongs the survival 
rather than effecting cure the disease. his 
series those castrated surgically lived almost twice 


interesting record the fact that recent 
panel discussion the hormone therapy mam- 
mary carcinoma held Washington under the 
auspices the Cancer Chemotherapy National 
Service Center, four out five members the 
panel voted general for prophylactic 
the same meeting, while admitting the 
potential value this procedure, stressed the ob- 
vious points that the present impression was based 
upon selected series and that properly conducted 
random survey this problem was clearly indi- 
cated now. 


Importance the Age the Patient 
Prophylactic Castration 


Rosenberg and reporting total 
five-year survival 59% patients who under- 
went prophylactic castration compared 
control series with survival 36%, found that 
the results were most favourable the age group 
from 50, which level the five-year sur- 
vival was recorded 68.8%. Smith and 
similarly recorded the best results the age group 
59. Treves and separated out from 
the total group patients reported those 
under years age, and found that the five-year 
survival with surgical castration patients hav- 
ing positive axillary adenopathy was only 30.7% 
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compared with five-year survival under similar 
circumstances 22.4% control group. This 
difference only 8.3% was compared the 
difference 25% the over-all group noted above. 
particularly important record the fact noted 
Treves and Holleb that the patient this 
age group with associated positive adenopathy 
failed respond favourably surgical castration, 
the duration life was shorter seven months 
than those who were not castrated. This pre- 
sumably represents typical result the adverse 
effect surgical stress patient not favourably 
influenced the procedure under assessment. 
becomes, therefore, obvious that surgical castration 
perhaps not effective when used prophylac- 
tically this fashion women the younger 
age groups. 

When one considers this relationship the ad- 
ditional observation that young women becoming 
pregnant after apparently successful treatment 
primary mammary carcinoma previously show 
very real diminution their five-year survival, 
one may consider this major contraindica- 
tion prophylactic castration the premeno- 
pausal years. Vera Peters' assessing this latter 
problem has reviewed large series cases and 
found five-year survival 61% this situa- 
tion. Although could therefore consider this 
procedure contraindicated the younger age 
group, one cannot fail attracted the pos- 
sibility that the menopausal and post-menopausal 
years the effectiveness the procedure may well 
prove worth while. 


Castration Patients With Carcinoma 
Developing During Pregnancy 


Vera has also reviewed carefully 
series these cases and able produce evi- 
dence support the conclusion that treatment 
the primary disease during pregnancy ineffective, 
since these patients all succumb their disease. 
induced termination the pregnancy similarly 
results uniformly fatal outcome, possibly owing 
the adverse effect the host resistance this 
additional interference. study subsequent 
surgical radiation castration showed that only 
two patients out remained alive and well. 
All others died had metastatic recurrent 
disease. would seem, then, that castration the 
management carcinoma developing during 
pregnancy practical value. 


Consideration Prophylactic Castration 
Patients Developing Mammary Carcinoma 
after Previous Hysterectomy 


Vera has expressed the opinion that 
mammary carcinoma developing this situation 
serious disease with rapid local progression 
and widespread symptomatic metastases. One 
would anticipate that this was probably due the 
removal one the normal target organs for 
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circulating with resultant concentration 
effect the remaining two target 
organs, namely the breasts. This impression has 
similar implications the suggestion that the 
total amount cestrogen stimulation important 
favouring the appearance and stimulating the 
continuing growth mammary carcinoma. This 
demonstrated the increased incidence virginal 
patients who continue menstruate well past the 
age usually marking the onset menopausal 
changes parous individuals. The marital status, 
colour, socio-economic status and genetic relation- 
ships may also related the fertility pattern 
the has also shown that 54.7% 


women developing carcinoma after the age 


had continued menstruate past the age 50, 
incidence five times that usually recorded 
the general population. 


logical outcome these observations con- 
sideration the advisability prophylactic castra- 
tion the time hysterectomy. reports 
that removal the uterine endometrium tends 
promote ovarian cortical stromal hyperplasia (as 
distinct from follicular atrophy), condition 
commonly recorded patients with breast 
Recognizing the potential hazard sub- 
sequent atherosclerosis and the psychological dis- 
ability attendant upon the menopausal changes 
resulting from the castration, one would nonethe- 
less attracted the possibility that prophylactic 
castration worth controlled study, with specific 
reference the subsequent development mam- 
mary carcinoma and the nature the disease once 
becomes established. 


THERAPY DISSEMINATED 
METASTATIC DISEASE 


Endogenous cestrogens are produced the 
ovarian follicles, the ovarian cortical stroma and 
the adrenal cortex. deprivation may 
accomplished removing the sources 
removing the stimulus for secretion, 
neutralizing the effect These objec- 
tives may reached additive hormonal therapy, 
extirpative therapy, combination additive 
and extirpative procedures. 


the normal physiology hormonal control 
the breast, reciprocal relationships determine the 
relative levels trophic substances and endogen- 
ous sex hormone production (Fig. 1). the 
pituitary-ovarian axis, production and 
progesterone controlled pituitary release 
follicle-stimulating hormone and 
mone. These two latter substances are turn de- 
pendent upon the levels cestrogen and proges- 
terone within the blood stream. the pituitary- 
adrenal axis the level “cortisone” secretion 
dependent upon pituitary release adrenocortico- 
trophic hormone, which turn developed 
result the stimulating effect low “cortisone” 
levels the blood stream and inhibited the 
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depression 


i activation of lu- 


hormone FSH prolactin 
OVARY 
(growth follicle) rupture follicle) 
BREAST 
(ductal development) BREAST 
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ductal epithelium) 
LH 
prolactin 


progesterone 


OVARY 
(development corpus 


BREAST 
(acinar development) 


pituitary gonadotrophins 
-FSH-follicle stimulating hormone 
hormone 
-LTH-prolactin hormone’ 


Fig. 1.— hormonal relationships normal 
menstrual cycle. 


presence high “cortisone” levels. prac- 
tical importance the bilateral functioning 
the pituitary-gonad-adrenal axis note that “corti- 
sone” stimulates the release gonadotrophins 
the same time depresses the release adreno- 
corticotrophic hormones. The level circulating 
cestrogen can, therefore, altered procedures 
which affect the unilateral pituitary-ovarian axis 
procedures which affect the bilateral pitui- 
tary-gonad-adrenal axis. These various procedures 
will reviewed below. 


(A) THERAPEUTIC PROCEDURES DESIGNED For 
UNILATERAL EFFECT 


Additive therapy utilizing sex hormones affects 
primarily the reciprocal 
the unilateral pituitary-ovarian axis, and may 
produced the use either exogenous andro- 


gens exogenous material. 


Androgenic Therapy 


its basic rationale androgenic 
duces its effect pituitary depression which in- 
hibits the production gonadotrophic hormones 
and thus diminishes stimulation the ovarian 
relative deprivation endogenous cestrogen 
the tumour environment, which may have fav- 
ourable effect the cells 
the metastatic carcinoma. Androgenic materials 
may also exert favourable influence the growth 
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the tumour result their anabolic activity 
and the fact that they appear have directly 
antagonistic effect upon the role cestrogens 


neoplasia. Certainly the value the support andro- 


genic substances provide for the continuing func- 
tion tissues cannot overlooked 
this regard. 

Nonetheless, exogenous androgens are metabol- 
ized the body through stage cestrogenic by- 
products which are themselves capable biolo- 
gically effective cestrogenic activity. possible 
that production these “exogenous” cestrogens 
may counterbalance the effect inhibition 
endogenous cestrogens. this so, then the tumour 
may stimulated rather than inhibited the 
androgenic therapy. 

The present status androgenic therapy very 
clearly demonstrates the need for controlled random 
studies, since all the available information comes 
from the use this agent highly selected groups, 
and criticism can logically directed the re- 
ports its effect these series. 

For example, assessing the effectiveness 
androgenic therapy essential have accur- 
ate knowledge the natural history the tumour 
the particular host under treatment and the 
nature the disseminated disease requiring 
therapy. This necessary for the following reasons: 

(1) The effectiveness testosterone increases 
with the length time since the menopause and 
with the localization the metastatic component 
the the visceral dominant group 
disseminated metastases the objective remis- 
sions rise from level the first three years 
after the menopause level 20% when treat- 
ment instituted longer than years after the 
menopause. the other hand localized domin- 
ant metastases the level rises from within the 
first three years after the menopause 43% 
treatment begun longer than years after the 
menopause. This rapid rise the percentage 
objective remissions sharp distinction the 
slow rise the percentage objective remissions 
the case the visceral dominant lesions. Osseous 
dominant lesions occupy midway position re- 
gard both percentage objective remission 
and the rapidity increase with the number 
years after the menopause. 

The nature the dissemination probably 
greater importance than the length time after 
the menopause, since 83% visceral dominant 
metastases will produce death within year, 42% 
osseous metastases are capable producing 
death within one year, and only 24% local 
dominant metastases will result fatal termina- 
tion within this period time. 

(2) Variation the type androgenic drug 
used may give variation the objective response 
obtained. example, has recently been re- 
ported that 2-alpha methyldyhydrotestosterone pro- 
prionate produces total percentage improvement 
44%, the most notable increase being 
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the visceral dominant type metastatic 
Therefore, the drug used, well the biological 
relationships within the host, may importance 
assessing the effectiveness such agents. 


(3) The only logical way solve these dis- 
crepancies and create valid basis factual in- 
formation institute study these drugs 
double-blind surveys with the anchor placebo 
for comparison. This will eliminate the bias and 
prejudice the part the team studying the in- 
dividual drug and overcome the lack adequate 
terms reference when reporting the results. 


Therapy 


this instance the effect cestrogenic therapy 
can probably best assessed the same light 
the exhibition exogenous androgens. The exo- 
genous used here provide pituitary in- 
hibition gonadotrophic substances, with the re- 
sultant inhibition ovarian production endo- 
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genous cestrogen. Consequently, lesions comprised 
cells may well show ob- 
jective regression. Just the case andro- 
genic therapy, however, the exogenous 
which are metabolized through biologically effec- 
tive metabolic by-products may more than offset 
pituitary inhibition trophic stimulus endo- 
genous active stimulation the 
sensitive tumour themselves. Very careful adjust- 
ment cestrogenic dosage therefore important, 
each agent being tested order assess the min- 
imum dose capable providing pituitary depres- 
sion, limiting thereby the amount exogenous 
cestrogenic metabolites capable directly stim- 


the tumour itself. 


EFFECT THE PITUITARY-OVARIAN-ADRENAL 


Additive Therapy (Fig. 


The use “cortisone” will, course, provide 
mones and inhibit the release all endogenous 
adrenocortical steroids, including cestrogens. How- 
ever, result “cortisone” therapy there 
stimulation pituitary gonadotrophins with in- 
creased production the ovary, 
change which possible the age 65, owing 
the continuing evidence ovarian cortical 
stromal hyperplasia patients after follicular re- 
gression has occurred. The bilateral effect 
“cortisone” the pituitary-gonad-adrenal axis 
well illustrated the response “cortisone” 
therapy the adrenogenital syndrome (Fig. 3). 


resultant 
“gonadotrophins” deficiency 
“cortisone” (de- 
fect in zona 
fasciculata) 


endogenous increased androgen production 
@strogen some @strogen) due stim- 
ulation of_zona reticularis 
amenorrhoea 
MAMMARY ATROPHY VIRILISM 
“CORTISONE” THERAPY 
increased ACTH 
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therapy 


resumption normal ovarian 
hormone production (estrogen, 
progesterone) 


fall androgen (and 
gen) secretion 
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Fig. 3.— Adrenal hyperplasia (adrenogenital syndrome). 
Illustrates clinical situation which the effect cortisone 
therapy clinically demonstrated. 
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Consequently, although “cortisone” may have 
direct anti-tumour effect, this effect, noticeable 
clinically, the best evanescent, owing the 
prompt increase production biologically effec- 


sisting hormone-dependent cells within the primary 
tumour its metastatic foci. 


Minor Extirpative Therapy (Fig. 


Castration is, course, designed remove the 
major source normal endogenous cestrogens, and 
for the reasons reviewed above discussing pro- 
phylactic castration, oophorectomy preferable 
radiation castration. 


However, oophorectomy removes the normal in- 
hibition the pituitary ovarian Con- 
sequently, there rapid increase production 
pituitary gonadotrophins. this situation the 
ovary longer present the normal target 
organ for trophic stimulation, and these gonado- 
trophins now concentrate their effect the 
adrenal cortex with increased production adreno- 
cortical One might point out this re- 
gard the close embryological and developmental re- 
lationship between the gonads and the adrenal 
cortex and the similarity chemical structure 
their normal hormones. consequently reason- 
able anticipate this capability for replacement 
response such situation. 


The prompt production adrenocortical cestro- 
gens explains the temporary effect castration 
alone, which was responsible for the original aband- 
onment this procedure therapeutic gesture, 
although the turn the century the initial 
dramatic effects produced wave enthusiasm 
concerning its use. 


Nonetheless, the use minor procedure 
this type has been shown have obvious objective 
effect upon metastatic disease and certainly 
effective method determining whether the lesion 
remains The simplicity this 
procedure and its direct response probably explain 
why there has been little clinical attempt pro- 
duce bilateral depression the pituitary-ovarian- 
adrenal axis additive therapy using combina- 
tion androgenic depression ovarian cestro- 
gens and “cortisone” depression 


Combination Minor Extirpative Procedures 
and Additive Therapy (Fig. 


This logical combination the above two 
procedures. this case, exogenous “cortisone” 
used produce depression ‘of adrenocortico- 
trophic hormones, resulting adrenocortical 
atrophy the degree that the adrenal cortex 
incapable responding other trophic influences. 
When the ovaries have been removed, depriving 
the tumour endogenous ovarian cestrogen, the 
effect increased gonadotrophic stimulation the 
adrenal cortex prevented, and prolonged period 
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drome). 


cestrogen deprivation results, Consequently, one 
might reasonably predict the effect this com- 
bined one prolonged benefit 
patients harbouring lesions. 


The possibility. the late release the adrenal 
cortex from the “cortisone” inhibition .with 
sponse then gonadotrophic stimulation and the 
release adrenocortical may explain the 
late recurrence functioning metastases cases 
demonstrating initially favourable response. 


Major Extirpative Therapy (Fig. 


Adrenalectomy alone duplicates the situation 
described above with additive therapy utilizing 
since this case “cortisone” replace- 
ment therapy necessary and this results stim- 
ulation pituitary gonadotrophins. Consequently, 
there biologically effective stimulation ovarian 
cestrogens, provided that the ovary capable 
responding trophic impulses either follicular 
activity ovarian cortical stromal production 
endogenous cestrogen. therefore necessary 
combine adrenalectomy with oophorectomy, 
least the age 65, order provide com- 
plete ablation endogenous cestrogen production. 
The effect this major extirpation identical 
that the combined treatment with castration and 
“cortisone”. But this latter plan there can 
escape adrenal cortex from “cortisone” inhibition, 
and therefore logical anticipate more pro- 
longed effect from the major extirpative manceuvre. 

Symptoms recur after adrenalectomy, and 
the continuing presence cestrogen-dependent 
lesions this may represent the production cestro- 
gen from accessory adrenal tissue from un- 


(with castration) 
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differentiated retroperitoneal mesenchyme along 
the genital ridge response the continuing high 
levels pituitary gonadotrophins. 


alone may all that necessary provide total 
cestrogen deprivation the age groups which 
ovarian cortical atrophy may complete. 
customary believe that this change occurs around 
the ages 65. 


ACTH 


endogenous 
cortisone pituitary ablation incomplete 
ophins 
may have eventual stimulation 
: of gonadotrophins 
absence 
@strogen therapy Release estrogen from ovary 
absence z or adrenal cortex if castrated 


BREAST— TUMOUR 


Fig. 5.—Hypophysectomy. 


5.Basic Extirpation Therapy (Fig. 

discussing the normal development the 
breast, was noted that, although cestrogenic sub- 
stances were responsible for the mitotic growth 
mammary epithelial tissue, the mammotrophic 
complex was necessary for complete mammary de- 
velopment into the normal adult acinar tissue. Be- 
cause most mammary carcinomas are relatively 
anaplastic, natural assume that cestrogen 
the fundamental factor responsible for their con- 
tinuing growth and development. Nonetheless, 
small number mammary tumours demonstrate 
rather mature microscopic appearance, and 
this small group cases the mammotrophic com- 
plex may essential for continuing support the 
tumour growth. Therefore, would logical 
predict that this additional group hormone- 
dependent lesions might favourably affected 
removal the mammotrophic complex 
addition the deprivation that can 
accomplished the manceuvres described above. 

The advantages this small additional effect 
may quite possibly overcome the disad- 
vantages the procedure, which technically 
more difficult, requires more complex postopera- 
tive replacement program, and associated with 
higher morbidity rate. The major disadvantage, 
however, very practical one, the sense that 
adrenalectomy may performed quite simply 
the surgeon originally responsible for the man- 
agement the primary disease, whereas hypo- 
physectomy must performed highly special- 
ized unit where the patient may divorced from 
the continuing care the family physician and the 
surgeon who have supervised her course 
this point and whom she has placed her confi- 
dence. 

One may then have reached the point con- 
sidering hypophysectomy which the law 
diminishing returns comes into effect. All would 
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agree that when the time comes, all, that 
major extirpative therapy considered, only one 
these two procedures should attempted. 
Occasionally, hypophysectomy after successful re- 
sponse adrenalectomy may produce another 
period temporary palliative relief, but this 
case would have been preferable had the hypo- 
physectomy been performed place the original 
adrenalectomy, since the consideration two such 
major procedures the end stage trying 
disease must surely present unbearable psycho- 
logical burden for the patient. 


One must remember that the only fundamental 
difference between hypophysectomy and adrenalec- 
tomy the subtraction mammotrophic complex 
from the hormone environment the former case, 
although the trophic hormones may import- 
ance the few cases extra-adrenal stimulation 
noted above and those cases which there late 
adrenocortical release from “cortisone” inhibition. 
undoubtedly true that controlling the secre- 
tion trophic hormones hypophysectomy need not 
necessarily absolutely complete, since the funda- 
mental replacement therapy may provide adequate 
depression residual pituitary cells ordinarily re- 
sponsible for the production trophic hormones. 
However, this replacement program has 
certain effect upon the mammotrophic complex, 
attempt must made assure total hypo- 
physectomy the main emphasis hypophysec- 
tomy referable the subtraction this complex 


(C) EFFECT CHANGES 
(Figs. and 


Although not usually considered primarily 
involved the production hormones the 
pituitary-gonad-adrenal axis, thyroid hypofunction 
demonstrated microfollicular atrophy not 
uncommonly encountered patients with breast 
Consequently, symptoms and signs refer- 
able thyroid deficiency may colour the picture 
the end stages this disease. This particularly 
true since therapy with exogenous adrenocortical 
hormones tends depress thyroid 

With this mind, treatment with thyroid sub- 
stances may correct any subclinical 
characterized weakness, lethargy 
symptoms thyroid deficiency. The use these 
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“gonadot 
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frequent 
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Fig. frequent association ovarian stromal 
hyperplasia and microfollicular thyroid atrophy patients 
with mammary carcinoma. 
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Fig. 7.—Note the effect stimulating in- 
pituitary release thyroid stimulating hormone. 


thyroid hormones may also provide further pituitary 
depression and’ supplement the inhibition the 
replacement programs outlined above. has been 
suggested theoretical grounds that 
mones will also accelerate the metabolism 
circulating thus minimizing its effect 
stimulating tumours. Finally, 
there appears clinical evidence that carcinoma 
general uncommon hyperthyroidism and, 
therefore, the exhibition thyroid hormones may 
favourably affect the host response the presence 
malignant neoplastic Whether this 
any way related the level cholesterol 
the blood the histamine content the host cells 
remains problem for further elucidation. Some 
observers have suggested that thyroid supplementa- 
tion will favourably affect the course 
thyroid-adrenal response characteristic the 
normal stress reaction and since the adrenal phase 
results the potentially adverse effect gluco- 
corticoids the lympho-reticuloendothelial system 
far the controlling influence host re- 
sistance the activity the tumour 
one wonders about the advisability attempting 
control this effect accentuating the thyroid 
phase all stressing situations. Certainly normal 
thyroid function depressed, permitting accentu- 
ation the adrenal phase, the theoretical hazard 
clearly apparent. This would appear field 
that has been inadequately explored date. 
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THERAPY AND CHEMOTHERAPY 


The effect alkylating agents the treatment 


metastatic mammary carcinoma has not been 


sufficiently dramatic stimulate any great wave 
enthusiasm. the past, Thio-tepa has been con- 
sidered the most effective agent. Wright and co- 
treated with this drug, and Watson and 
when using Thio-tepa alone, noted regression 
patients. However, the Clinical Cancer 
Chemotherapy Conference sponsored the Cancer 
Chemotherapy National Service Center Wash- 
ington, the autumn 1959, was reported that 
nitrogen mustard given dosage 0.1 mg. per 
kg. body weight for four days and then once 
week for days produced seven objective remis- 
sions patients, whereas Thio-tepa given 
dose 0.2 mg. per kg. body weight for four days, 
and then once week for days, produced only 
three objective remissions cases. was felt 
that there was support for the thesis that Thio- 
tepa was peculiarly effective alkylating agent 
breast 

The striking report Watson and 
suggested that androgenic therapy could 
utilized improve the tolerance 
Thio-tepa, sufficient dosage this alkylating 
agent could given produce very worth- 
while percentage objective remissions. Indeed, 
their initial survey was reported that 88% 
the patients treated demonstrated objective re- 
mission. total dose 180-300 mg. Thio-tepa 
was possible each course therapy when given 
this fashion. Unfortunately, has not proved 
possible, early survey least, reach this 
level dosage within the hemopoietic tolerance 
the patients studied, and, although this program 
appears warrant further study, one would not 
the moment prepared abandon other estab- 
lished methods treatment order use this 
manceuvre felt that its use should 
restricted those patients who have residual 
disease after the other methods hormonal therapy 
have been tried and found wanting. 

Much the hesitation use alkylating agents 
mammary carcinoma has, course, been due 
the lack hematological tolerance the effective 
dose the drugs under trial. The fact that andro- 
gens may protect the system 
encouraging feature this study. Certainly the 
androgens used this fashion are not designed 
depress the production endogenous and 
may, therefore, utilized after the sources 
cestrogen have been controlled. some instances 
may indeed produce its effect the metabolism 
“exogenous with resultant stimulation 
the lesion. this way, 
rnitotic figures may produced which will fall 
prey the antimitotic effect the chemothera- 
peutic agent. The rationale for the use androgens 
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this instance clearly different from that noted 
above the more standard 


FUNDAMENTAL CONSIDERATIONS CONSTRUCTING 
THERAPEUTIC PROGRAM METASTATIC MAM- 
MARY CARCINOMA 


Before planning program treatment that 
places these various methods hormonal altera- 
tion their proper sequence, one must keep several 
additional fundamental observations mind. 

Additive therapy relatively little value 
after major extirpation, because acts primarily 
pituitary depressant. the pituitary already 
removed the target organs its trophic hor- 
mones are absent, attempts depress pituitary 
activity can have little, any, effect. additive 
therapy tried, one should thus evaluate its 
effectiveness before carrying out medical surgical 
adenalectomy hypophysectomy. 

has been reported that androgenic therapy 


_isolated instances may produce additional remis- 


sion after oophorectomy. these cases, the favour- 
able response probably related primarily the 
anabolic effect the androgenic hormone and par- 
ticularly its support the hemopoietic system, 
which manner not completely clear the 
moment may aid host resistance and favourably 
influence the reaction between the biological in- 
vasiveness the tumour and the host response 
its presence. Androgen also reported have 
directly antagonistic effect the action 
carcinogenesis. 

Additive therapy may occasionally produce 
exacerbation the disease, for example 
therapy for cestrogen-dependent lesions, 
particularly the premenopausal years. cestro- 
gen stimulation test may useful this group, 
especially when osseous metastases are present and 
calcium excretion may -be measured. 

noted above, androgenic therapy may also 
produce exacerbation result the metabol- 
ism the exogenous androgen sub- 
stances. the exhibition additive therapy the 
patient must watched carefully during the first 
two three weeks order recognize the hazard 
exacerbation quickly and discontinue therapy 
promptly. Typically the response noted with in- 
crease pain rapid onset after therapy for 
osseous metastases. 

Exacerbations the disease are extremely 
rare with extirpative therapy, which is, therefore, 
much safer this regard. does occur certain 
specific instances and these cases this effect 
thought due the release inhibition 
the pituitary, permitting increased production 
the mammotrophic complex. However, 
factor importance only few instances 
well-differentiated mammary carcinoma, only few 
cases will affected this way and the incidence 
exacerbation will minimal. 

largely theoretical grounds has been felt 
that sequential therapy would probably provide 
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longer period palliation than that achieved with 
the initial application major extirpations 
combined therapy. This theoretical consideration 
has been suggested the type speculative math- 
ematics enjoyed who assessed 
the cumulative longevity fractional attack 
the problem and felt that would likely super- 
ior that achieved total attack the patient’s 
disease single episodic fashion. noted, for 
instance, that the premenopausal group castra- 
tion might expected provide objective 
remission for nine months, and that subsequent 
adrenalectomy might produce additional remis- 
sion approximately months, the total period 
remission amounting months. Similarly, 
the postmenopausal group therapy might 
additional remission after adrenalectomy 
months, totalling, then, months this group 
patients. The figures produced this centre would 
rather support this anticipated period remission 
from sequential therapy this type. doubtful 
whether earlier use major extirpative pro- 
cedure such hypophysectomy would achieve the 
same result. 


This concept needs further evaluation because 
the earlier use major extirpation being urged 
attempt improve the situation. However, 
the present stand based also the experimental 
evidence that tumours are comprised popula- 
tion cells which have varying histological and 
biological nature.*? Some these are dependent 
cells exposed the natural processes biological 
degradation with succeeding generations; others, 
initially the minority the tumour population, 
are capable supporting continued growth and 
division and eventually replace the cells that have 
died off during the maturation the tumour itself. 
Initially, the dependent cells, competing with these 
lethal stem-line cells for essential nutritive sub- 
stances, aid the host resistance controlling the 
potentially lethal cells. sequential therapy one 
attempts take advantage the intratumour an- 
tagonism the tumour cells themselves ad- 
versely affecting only sufficient number the 
dependent cells provide adequate objective 
palliative remission. This leaves other dependent 
cells within the tumour population still competing 
with the lethal cells for nutrition. The stem-line 
cell compelled exert energy attempt 
obtain essential nutritive substances for its con- 
tinuing survival, and cannot expend this energy 
the process invasion and destruction 
the host tissue itself. attempt made 
destroy all the sensitive dependent cells ex- 
hibiting all the potentially effective methods 
treatment that are available, then one may, suc- 
cessful this effort, leave the lethal 
opposed now any intratumour competition and, 
therefore, capable rapid development produce 
aggressive autonomous lesion capable expend- 
ing its energies the pursuit host destruction. 
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The total palliative effect such major attack 
upon the lesion might quite possibly consider- 
ably less favourable than that achieved process 
whittling away the symptomatic metastases. 
has, therefore, been our policy use one method 
therapy time and continue with this single form 
treatment until there are signs exacerbation, 
additional therapy then being utilized. have 
seen reason the present alter this 
program. 

Breast cancer remains essentially 
disease, the sense that the balance between the 
invasive potential the tumour and effective host 
resistance maintained for considerable length 
time, either because the innate resistance the 
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sions and the length remission and survival tend 
increase the more extensive procedures are 
utilized. most the highly selected series 
difficult separate remission and survival, but the 
figures reported are culled from the specialized 
literature attempt indicate trends which 
may act guides intelligent treatment until 
such time properly constructed and statistically 
significant random surveys produce more factual 
and authoritative opinions. 

would appear quite definite that survival 
prolonged when treatment successful and that 
worth-while palliation may achieved, 
ticular method therapy should not continued 
past trial period unless acceptable evidence in- 


TABLE REMISSION AFTER HORMONAL THERAPY Metastatic MAMMARY CARCINOMA 


Percentage remission 


host capable controlling tumour invasion 
because the biological aggressiveness the tumour 
less than that encountered more rapidly lethal 
neoplasms. This chronicity well exhibited the 
mean survival months untreated disease. 
Consequently, possible evaluate the effec- 
tiveness sequential therapy and produce spec- 
trum cumulative longevity, such Macdonald 
describes. One must emphasize the fact 


possible only situations this type, and that 


attempts utilize sequential therapy when dealing 
with aggressive cancers, such bronchogenic car- 
cinoma, are completely out the question. 
these latter instances when the cancer commonly 
rapidly lethal, immediate radical therapy nec- 
essary, since delay may well devastating its 
effect the host. 


OUTLINE RESULTS OBTAINED 


The results anticipated using hormonal 
alteration the management metastatic mam- 
mary disease are summarized Table might 
anticipated, the percentage objective remis- 


Length remission and survival 


All ages Survival with 
Pre- Post- (average Reactivation therapy 
Method treatment menopausal menopausal figures) Remission Survival death ineffective 
Untreated 7.8 mos. 
Additive therapy 
(3) Cortisone 
Extirpative therapy 
(Estrogen deprivation 
(2) Adrenalectomy 
(post castration)...... 50% mos. 19.5 mos. 5.5 mos. 4.1 mos. 
Hypophysectomy 
(17 mos.) 
(2) Irradiation (Yttrium 90) 22.5 mos. 4.5 mos. 


dicates favourable response, since alternative 
therapeutic gestures are readily available. One 
should avoid, for instance, subjecting the patient 
the psychological upset masculinization and 
hirsutism with androgenic therapy unless one notes 
satisfactory degree physical palliation. 


Additive sex hormone therapy has the smallest 
over-all yield (remission approximately 
30%, with average survival months) 
far palliation concerned, but isolated 
instances, individual patients may have striking and 
dramatic responses both androgenic and cestro- 
genic therapy. This most apparent local dis- 
ease distinct from widely disseminated involve- 
ment. generally accepted that androgens are 
safer the premenopausal years owing the 
relative ease with which exogenous cestrogens may 
mimic the stimulating effect endogenous cestro- 
gens hormone-dependent lesions, whereas both 
forms additive therapy, since they function 
essentially the same fashion, may utilized 
post-menopausal patients with reasonable simi- 
larity the anticipated results. 
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When cestrogen deprivation utilized, the 
method management must considered one 
total cestrogen withdrawal and the bilateral 
aspects the pituitary-gonad-adrenal associated 
the plan therapy. Since, the young, the 
major source the ovary, oopho- 
rectomy may utilized initially, although its 
effect often evanescent, owing the resultant 
trophic stimulation the adrenal cortex. But about 
44% patients will show remission, varying 
between and months, before additional therapy 
becomes necessary. 


order complete deprivation, either 


additive therapy with “cortisone” can used 


one can resort the major extirpation bilateral 
adrenalectomy. important realize that 
extirpative therapy irreversible, and unsuccess- 
ful, the patient has been made worse the pro- 
cedure. Unfortunately, despite attempts cestro- 
gen stimulation tests, “cortisone” inhibition tests, 
and biological assay secretions, 
positive means are hand for predicting accur- 
ately the type result achieved. the 
other hand, adrenalectomy, when successful, has 
been one the most dramatically effective tools 
yet designed the management otherwise hope- 
less disseminated disease, 50% patients obtain- 
ing objective remission averaging months, 
and survival period averaging 19.5 months. These 
results appear particularly impressive when 
realized that they represent the effects the opera- 
tion when has been employed the end-stage 
the disease, time when all other forms 
treatment have proved longer 


“Cortisone” additive therapy after oophorectomy 
attempt avoid the irreversible consequences 
ineffective adrenocortical ablation and yet take 
advantage adrenal inhibition favour- 
able cases. might anticipated, the results 
obtained are not dramatic those achieved with 
adrenalectomy, but similar percentage objec- 
tive remissions (45% versus 50%) with some- 
what shorter length remission and survival 
achieved.** the philosophical approach the 
problem many will feel that slightly less success- 
ful procedure which reversible, 
would preferable total irreversible major 
extirpation, particularly when the difference 
few months. general agreed that major 
surgical procedures which can way con- 
sidered curative are not indicated this stage 
the disease when alternative measures are avail- 
able. 

The addition thyroid has not been adequately 
evaluated yet. possible that the subjective 
benefit will worth while even though objective 
remission may infrequent. 

Hypophysectomy shares the comments 
adrenalectomy. Because may influence neoplasms 
which require mammotrophic complex for their 
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continuing development, slight increase can 
anticipated the percentage objective remis- 
sions (55% versus 50% for adrenalectomy), 
although there reason predict longer 
period palliation. From the results reported 
date, the survival periods not suggest that this 
very major extirpation should considered 
therapeutic tool the management disseminated 
disease before other methods have failed. Additive 
sex hormone therapy (10 months) followed 
months, “cortisone” months) may provide 
period cumulative longevity amounting 
approximately menths favourable cases, and 


even though major extirpation were provide 


similar period palliation the obvious disad- 
vantages irreversibility, necessity for replace- 
ment therapy, and operative hazard would repre- 
sent adequate contraindications its use. When 
addition proves ineffective approximately one- 
half cases, making the further course these 
unfortunate subjects intolerable, the decision re- 
garding its place therapy appears inescapable. 
Hypophysectomy may then considered alter- 
native adrenalectomy when other measures have 
failed. This point has been discussed above. 
transnasal radiation utilizing im- 
planted pellets proves simple and effective, would 
preferable surgical extirpation. 

Chemotherapy may yet prove value when 
more effective agent than nitrogen mustard Thio- 
tepa has been discovered, that appreciable anti- 
cancer activity can anticipated within the 
tolerance the patient. the 
moment, hormone therapy utilized the basis 
androgenic anabolic support the hzmopoietic 
system association with chemotherapy 
interesting innovation for consideration the 
later stages the disease. appears improbable 
that the figure 88% objective remissions 
initially reported will generally achieved when 
used this stage the disease, and that the 
appreciable hazard attendant upon its use will not 
support consideration this procedure earlier 
the course disseminated disease when other 
effective methods are available. 

Immunotherapy not properly under discussion 
this review, but the rationale its use and some 
encouraging results indicate its basic potential 
value. 


CONCLUSIONS 


Prophylactic castration not indicated the 
treatment primary mammary carcinoma young 
patients. 

properly constructed randomized survey 
prophylactic castration the management mam- 
mary carcinoma the older age groups war- 
ranted view the favourable reports concerning 
its use selected series. 


| 
4 
4 
3 
4 
q 


Canad. 
Sept. 10, 1960, vol. 


Sequential therapy disseminated disease still 
remains worth-while emphasis, instituting treat- 
ment with the therapeutic gesture least disturbing 
the patient and subsequently progressing through 
programs increasing significance ,prove neces- 
sary for control the disease. 

Environmental hormone alteration remains the 
cornerstone treatment disseminated mammary 
carcinoma the present time. 

relatively well-localized disease (not amen- 
able radiotherapy) and without evidence 
impending failure the host organism, additive 
sex hormone therapy may the initial method 
hormone alteration. Androgen considered safer 
the young, although cestrogen may rightfully 
considered older patients. 

total attack the production cestrogen. Stress 
deliberately laid the bilateral aspects the 
pituitary-gonad-adrenal axis. Staging the attack 
permissible oophorectomy initially success- 
ful. 

Adrenocortical ablation best accomplished 
additive therapy utilizing “cortisone”. Adrenal- 
ectomy indicated only the most favourable 
pathological and psychological situations.** Prior 
castration essential women under years 
age. 

Hypophysectomy should not utilized early 
the course metastatic disease. may con- 
sidered major extirpation indicated when the 
above methods have longer proved value. 

Thyroid supplementation may attempted 
largely for its subjective benefit. 

10. Anabolic hormones androgenic type used 
conjunction with chemotherapeutic agents 
appear improve their effectiveness. They can 
utilized this fashion after cestrogen deprivation. 


~ 
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STATE MEDICINE 


Ten years ago Canada had one medical 977 


persons. Now the ratio one doctor for every 878 persons. 


While this substantial improvement the quantitative 
standards medical care, has been due largely 
outside factor, immigration. recent years have gained 
300 doctors annually from abroad, 


Canada the medical graduates are increasing only 
small extent. 1951 medical colleges Canada graduated 
858, while for the 1960 academic year the total was 860. 


That young men and young women Canada are staying 
out the study medicine because they fear state control 
the profession may not proved the figures above, 
but certainly plan for medical care can operate without 
doctors. Politicians and parties may make election-time 
promises they wish, but government 
doctors stay practice stay Canada; and 
government can force able youngsters study medicine. 

Doctors Canada not medical care insurance 


programs which costs are shared over large groups and 
prepaid fixed rates. But almost unanimously they oppose 


compulsory state medical insurance. This opposition not 
motivated selfishness. Financially, many doctors would 
almost certainly better off under state medicine. Through 
compulsory premiums and tax payments, public spending 
medical care would increase. For doctors there would 
free service indigents, fees based the ability 
pay, bad debts. 

The doctors’ opposition state medicine based the 
sincere belief that would lower standards medical 
care. Experience elsewhere convinces them that, except 
the beginning, there such thing just little state 
control any state plan. Too easily, administration can 
changed from non-political political, The present efficient, 
non-profit plans would eliminated. Government rulings 
would interfere with treatments, would over-rule even what 
the patient desired, eventually might dictate choice 
Costs would skyrocket and indirect charges would 
bear heavily even those least able pay. And there are 
other, equally important points objection. 

Perhaps the question all this is: Are those who pro- 
pose state medicine expert opinion and sincere 
motive those who oppose The Standard (St. 
Catharines, Ont.), July 27, 1960. 
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CERVICAL 


JAMES LEEDER, M.D. and 
Edmonton, Alta. 


RECENT YEARS, cervical pregnancy 
receiving more attention, with increasing num- 
ber reports appearing the literature. For many 
years subject speculation, now accepted 


distinct entity. Although rare condition, our 


attention has been drawn because 
dramatic symptoms, particularly the violent 
rhage frequently associated with it, the difficulty 
accurate diagnosis, and the high mortality ac- 
companying it. 

the past, there has been some confusion 
what constitutes true cervical pregnancy, with 
the result that case reports have appeared which 
the evidence for cervical gestation was insufficient 
support the diagnosis. reviewing some 
alleged cases the world medical literature 
1957, Schneider and Dreizin‘ were able accept 
only which offered conclusive proof this 
entity. 

What, then, are the criteria for diagnosis? 
cervical pregnancy mean that the primary 
nidation the fertilized ovum has been the 
mucosa the cervix uteri and that placentation 
exclusively limited this area, and does not 
trespass the boundary between cervix 
evidence necessary show that the implantation 
site the cervix, and that the isthmus and 
corpus are not involved. This possible only 
pregnancy under since after this time 
the placenta has grown such size that 
extends upwards involve the isthmus and 
have way knowing that implantation was not 
primarily the isthmus, with later downward 
growth the placenta involve the cervical 
mucosa. This latter condition really placenta 
previa with extension into the cervix and was first 
described Ahlfeld and Aschoff 1904 under the 
designation isthmico-cervical pregnancy. These 
pregnancies are the most frequently reported 
alleged cases cervical pregnancy. From prac- 
tical standpoint, they are actually just important 
clinically, since the isthmico-cervical pregnancy can 
grow more advanced stage with wider 
placental attachment this non-contractile part 
the uterus and therefore even more formidable 
hemorrhage may occur 
separation. 

The conditions distinguished from cervical 
pregnancy are: 


*From the Department Obstetrics and Gynecology, Edmon- 
ton General Hospital, Edmonton. 
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Isthmico-cervical pregnancy, which 
ready been discussed. 

The cervical stage ordinary abortion 
where the membranes have ruptured, the fetus 
may may not have been lost, and placental tissue 
expelled the actively contracting corpus 
caught temporarily the passive, non-contracting 
cervix. Usually the situation here obvious. 

The third condition “cervical abortion”, 
entity distinct from the above, where the entire, 
intact ovum expelled from the uterine cavity and 
retained the dilated cervical canal for some 
time unyielding external os. When first 
encountered, the appearance may that 
primary cervical pregnancy, but there firm 
attachment the cervical canal and therefore 
unusual bleeding the time dilatation and 
curettage (D. C.). This entity has often been 
reported erroneously cervical pregnancy, until 
Schneider and commented that whenever 
read about the amazing lack hemorrhage 
alleged cervical pregnancy, may reason- 
ably sure that the author really dealing with 
cervical abortion. 


The following report presented case 
cervical implantation, proved histologically, 
patient who exhibited the classical signs, with 
massive and who recovered after 
hysterectomy. 


The patient, 37-year-old married white woman, 
gravida para was admitted the Edmonton 
General Hospital March 12, 1958, with diagnosis 
septic abortion. This was her first pregnancy five 
years marriage. Her menses had always been regular 
and the last menstrual period began December 
1957. She had been seen elsewhere earlier and was 
treated for severe nausea and vomiting. One week 
before admission she developed foul vaginal dis- 
charge. She had had some lower abdominal pain but 
bleeding. 

General physical examination was normal. Admission 
temperature was 99.6° The uterus (later proved 
the grossly distended cervix with the corpus 
sitting top) seemed much larger than expected for 
the period being the size five- 
month pregnancy. However, she had never been aware 
fetal movement. fetal heart could heard. 
Speculum examination showed yellow purulent material 
leaking from the cervix. digital examination the 
external was cm. dilated, and its margin was 
extremely thin. was not certain whether not the 
membranes were ruptured. 

frog test performed March 14, 1958, was 
positive. The admission value was 9.3 
and the blood smear indicated iron-deficiency anzemia. 
The white cell count was 8000/c.mm. (neutrophils 56%, 
band forms 14%, eosinophils 1%, lymphocytes 28% mono- 
cytes 1%). scant growth pure Staphylococcus 
aureus was cultured from the material 
from the cervix. 

The impression was that this was missed abortion 
which had become septic. Although was felt that 
the uterus should emptied, was thought 
inadvisable the presence infection and 
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and pitocin stimulation labour was decided upon, 
the hope that the uterus would empty itself without 
instrumentation. The patient was given large doses 
penicillin and intravenous pitocin drip (pitocin, 
three minims, glucose/water 500 c.c.) was begun, 
but she did not respond with signs The 
penicillin was continued. The patient remained afebrile 
and felt well. Pitocin stimulation was repeated daily 
for total six attempts, with success. 

The uterus remained the same size admission 
and the patient complained discomfort during 
the infusions. Because the possibility 
the time aborting, transfusions 500 c.c. 
whole blood were given occasions. March 20, 
1958, the Hb. value was 11.6 

March 22, 1958, pelvic examination the cervix 
admitted one finger easily and was remarkably thin. 
Macerated fetal parts were palpable. was thought 
that the uterine contents would expelled soon. 
our surprise, the uterus remained completely inactive 
but macerated fetal parts were passed painlessly during 
the next few days. this time the patient had de- 
veloped temperature 102° F., and was decided 
that, with the cervix open, the uterus should gently 
emptied ovum forceps. 

March 26, 1958, with 500 c.c. matched blood 
available, the patient was taken the operating room. 
Under sodium thiopental pelvic examin- 
ation was performed. The cervix admitted two fingers 
easily and again was noted extremely thin. 
Macerated portions the fetus were immediately 
palpable, and, using ovum forceps, these were removed. 
piece placental tissue was also torn away. What 
appeared simple procedure the start was 
suddenly complicated massive hemorrhage. Digital 
exploration revealed large portion placenta firmly 
adherent anteriorly. Above this area, the cavity nar- 
rowed small opening barely admitting the finger 
tip, and the first impression was that the uterus had 
been perforated. The bleeding increased and within 
very few minutes the anesthetist reported that the 
blood pressure had fallen from 130/80 60/40 mm. 
Hg. The uterus was compressed bimanually while blood 
transfusion was started. However, alarming bleeding 
continued and intravenous Dextran was started 
another limb. this time blood pressure and pulse 
were unobtainable. 

The assistance the senior author (T.R.C.) was 
obtained. Cervical pregnancy was suspected. With 
blood being forced under pressure and some im- 
provement the general condition, preparations were 
made for immediate hysterectomy. 


opening the abdomen, the corpus uteri presented 


‘the appearance normal non-pregnant organ, sitting 


top thin-walled, widely dilated lower mass. 
There was recent hemorrhage beneath the peritoneum 
the left anterior aspect the uterus, indicating 
perforation into the left broad ligament. now 
seemed evident that the pregnancy was cervical and 
entirely separate from the corpus. A.rapid total hyster- 
ectomy was performed. 

The patient’s condition was precarious throughout 
entire procedure. She received total 1500 c.c. 
Dextran and 3000 c.c. whole blood during the opera- 
tion. Artificial respiration was carried out 
using oxygen and endotracheal tube. The patient was 
given 1.2 mg. lanatoside intravenously. Anti-shock 
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measures were continued postoperatively, including 
administration oxygen, intravenous fluids, and blood 
transfusions. Penicillin, 1,000,000 units, was given 
every three hours and the urine was collected 
retention catheter. 

The patient’s recovery was surprisingly rapid. She 
was taking oral fluids the next day and was out 
bed the second day. Her level the 
second day, after she had received total pints 
blood from the onset hemorrhage, was 9.3 
The temperature rose 102° the third post- 
operative day, but the patient remained relatively 
afebrile after the sixth day. The sutures were removed 
the seventh day. 

April 12, 1958, the 17th postoperative day, the 
Hb. value was 12.4 and the patient was sent 
home. 

She was seen two occasions during the next six 
months, feeling well and working steadily. 


Pathological Report 


Gross: The specimen labelled “uterine content” con- 
sists many irregular fragments friable grey tissue, 
bony tissue and blood clot. Some the pieces soft 
tissue and the pieces bony tissue can recognized 
fetal parts. small hand can recognized. 
portion the skull can recognized. Much the 
soft grey tissue has the gross appearance placental 
tissue. From the size several hand bones and 
portion the long bone estimated that this fetus 
measured cm. from crown heel. 

another container labelled “uterus with cervix” 
weighing 350 The uterine cavity has been laid 
partially open and Within the uterine cavity there are 
some friable masses grey tissue, which appear 
fibrinopurulent exudate. 

Microscopic: The sections through the myometrium 
the fundus this uterus show loose and cede- 
matous but otherwise normal myometrium. 

Sections through the uterine mucosa the fundus 
this uterus show well-marked decidual reaction. 
The decidua covered acute inflammatory exudate 
made chiefly polymorphonuclear cells and fibrin. 
trophoblastic tissue present this region the 
uterus. Masson trichrome stains the sections from 
the fundal portion the uterus show the wall 
made chiefly muscle tissue, very little connective 
tissue being present. 

The sections from the lower uterine segment show 
placental tissue well decidual tissue attached 
the uterine wall. The wall the uterus this area 
quite thin. 

effort localize exactly site the tropho- 
blastic implantation this case, Mason trichrome 
stains were made the regions where trophoblastic 
tissue was seen attached, and invading the wall 
the uterus. Masson trichrome stains this area 
indicate that, here, the uterine wall made almost 
wholly connective tissue, with only few muscle 
fibres present. one block from the implantation site 
area, racemose gland was found the uterine wall. 
This proves that the implantation the cervix uteri. 

Diagnosis: (1) Placental tissue and necrotic fetal 
parts. 

(2) Uterus showing placental implantation cervix 
uteri. 

(3) Acute suppurative endometritis. 
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SUMMARY 


Cervical pregnancy rare though definite 
entity which becoming better known. The high 
mortality rate from this condition the past 
improving. 

The most constant symptom painless bleeding 
during the first three four months pregnancy, 
which continues the point massive 
rhage, particularly attempts evacuate the 
uterus, because the deep penetration the 
placenta into through the wall the cervix. 

The corpus uteri uninvolved, hence the absence 
painful contractions, and the failure response 
oxytocics. The palpable corpus usually mis- 
taken for subserous myoma. The ballooned-out 
cervix below remarkably thin walled. 

The diagnosis very rarely made preoperatively. 
usually suspected the time dilatation and 
curettage, when uncontrollable bleeding 
countered, and the treatment then blood re- 
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placement and total abdominal hysterectomy. 
few occasions has been treated, when diag- 
nosed early stage, cervical amputation. 


the histological study cervical implantation 
there may difficulty finding racemose glands. 
This may the result actual tissue destruction 
both the invading trophoblast and superim- 
posed infection. Therefore the absence racemose 
glands does not disprove cervical implantation. 
would like suggest that when the implantation 
site cannot readily identified, the use special 
differential staining, this case, will help 
localize the site more accurately. 


The pathological findings were reported Dr. Hanson. 
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MALIGNANT CARCINOID 
TERATOMA THE OVARY 


ALEX SAUNDERS, A.B., M.D.,* and 
VICTOR HERTZMAN, M.D., 
Vancouver, B.C. 


INTRODUCTION 


THE FOLLOWING case the first one metastatic 
malignant carcinoid arising ovarian teratoma 
reported. 

The clinical syndrome, sometimes associated with 
malignant argentaffin tumours, has been extensively 
The central role 5-hydroxytrypt- 
amine (serotonin) ‘tin the production clinical 
signs and its place human physio- 
logical processes, have been well 
Argentaffin tumours secrete serotonin varying 
amounts. When the primary tumour limited 
the gastro-intestinal tract, humoral effects are rarely 
observed. Presumably, this due drainage via 
the portal system the liver, where excessive 
serotonin removed, However, when the tumour 
has produced extensive liver metastases, when 
the tumour drainage by-passes the portal system, 
the humoral effects excessive serotonin may 
become clinically evident. Flushing, cyanosis, 
bronchospasm, diarrhoea, weight loss and endo- 

The principal metabolic pathways the forma- 
tion and degradation serotonin HT) have 
verted 5-hydroxytryptophane. This intermediary 
product then changed 5-hydroxytryptamine 
The major degradation product 


*Department Pathology, Vancouver General Hospital. 
Medicine, Vancouver General Hospital. Office 
address: 1744 West Broadway, Vancouver. 


serotonin found the urine the form 
5-hydroxyindoleacetic acid HIAA). Serotonin 
normally found many tissues. closely associ- 
ated with circulating platelets, mast cells and 
enterochromaffin tissue. The liver capable 
detoxifying serotonin. Pulmonary tissue also plays 
part the destruction circulating serotonin. 
The development simple urinary screening test 
for 5-hydroxyindoleacetic has permitted the 
early diagnosis “carcinoid syndrome” even when 
the clinical manifestations are minimal. 


Argentaffin carcinomas arising within ovarian 
teratomas are rare. date, approximately one 
dozen such cases have been none 
these cases had the tumour spread produce 
distant metastases. some, but not all, these 
reported cases, the syndrome “malignant carcin- 
oid” was Presumably, such cases, the 
humoral effects serotonin were produced because 
the drainage the tumour, via the ovarian veins, 
by-passing the liver. Two cases argentaffin 
carcinoma, secondary the ovary, have been 


This 54-year-old white widow first appeared 
the out-patient department April 1952. Her major 
complaints were referable her digestive system. 
She had noted the gradual onset recurrent “bilious 
attacks”, consisting nausea and vomiting. These 
episodes bore temporal relationship food intake 
and were not related fatty foods. They characteristic- 
ally occurred the week-ends, when she was able 
remain bed longer than usual. Later, they often 
occurred those mornings when she had delayed 
breakfast. They were not associated with abdominal 
pain, and she never became obviously jaundiced. 


Her second major complaint was referable the 
central nervous system. Beginning the age seven 
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years, she had periodic grand mal seizures. These 
occurred almost weekly for some years, but had become 
less frequent (monthly attacks) until they abruptly 
ceased age 43. One month before admission, she 
had one seizure—none since. Physical examination 
that time was unremarkable. Her weight was 150 
She was hypertensive: B.P. 190/100 mm. Hg. She had 
mild pitting cedema the ankles. electroencephalo- 
gram demonstrated findings consistent with clinical 
diagnosis “idiopathic” epilepsy. 

She was subsequently followed the neurological 
clinic and received phenobarbital, which effectively 
controlled her epileptic seizures. During the next six 
years, she was seen different times for variety 
minor complaints. She did, however, continue have 
periodic attacks nausea and vomiting. These were 
considered psychogenic origin. Recordings 
her blood pressure confirmed her established hyper- 
tension (170/100, 190/100, 200/100 mm. Hg, 
different times). Several important factors her family 
situation were thought contributing her 
symptomatology. She lived with her (only) married 
son, and was dependent upon him. Her son’s marriage 
was unhappy one. Since she was made feel un- 
wanted, she tried keep out her daughter-in-law’s 


1957, the abdominal symptoms predominated. 
She now complained constant abdominal pressure, 
limited the epigastrium and right upper quadrant. 
This was unrelated the intake food, and was not 
accompanied abdominal cramping diarrhoea. She 
expressed the persistent fear that this pain was due 
cancer, fear not without substance, since her 
husband had died carcinoma the lung and she 
had nursed him during his final illness. this time, 
too, she first began notice flushing the face, ac- 
companied burning sensation. These episodes 
came suddenly without warning and lasted only 
few minutes time. She was five years post-meno- 
pausal. There had been resumption vaginal 
bleeding, changes her breast, physical ex- 
amination, two pertinent findings were noted—she was 
thought have particularly expressionless face, and 
her liver edge was palpable one inch below the right 
costal margin. Results laboratory examinations were: 
histamine-fast achlorhydria, Hb. value 11.7 g., sedi- 
mentation rate (Westergren) mm./hr. Total serum 
bilirubin 0.5 mg. total serum protein 6.6 
albumin 4.5 globulin 2.0 thymol turbidity 
one unit, and thymol flocculation one unit. 

For the first time, March 1958, the possibility 
malignant carcinoid was considered, was 


admitted hospital. She was complaining frequent 


hot flushes—occurring three four times week, each 
lasting three four minutes. The flushes began 
substernally and radiated into the face and neck. She 
had hypertension (B.P. 170/100 mm. Hg), mask- 
like facies, and peculiar type frontal alopecia. This 
alopecia consisted marked thinning her frontal 
hair with some recession the hair-line. Her weight 
admission was 123 representing total loss 
six years. There was cyanosis the face. 
The heart was not enlarged; there were cardiac 
murmurs and evidence congestive heart failure. 
She had respiratory signs She had 
abdominal cramps, watery stools. 
The liver edge was again palpable one inch below the 
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Fig. 1.—Cross-section left ovary. Units are centimetres. 


costal margin. Radiographs the chest and com- 

plete gastro-intestinal series were again negative. 
Urinary screening tests for 5-hydroxyindoleacetic acid 

were carried out seven occasions before 


Fig. section solid portion ovarian 


surgery. each occasion, the test was positive 
moderate strength. 

preoperative diagnosis malignant carcinoid with 
liver metastases was made. She was explored surgically 


Fig. section liver biopsy showing argen- 
taffin cells invading liver parenchyma. 


£ 


= 


604 


MALIGNANT CARCINOID TERATOMA 


Canad. 
Sept. 10, 1960, vol. 


TABLE FINDINGS 


Urine HIAA 
quantitative 
Normal values 
mg./24 hours 


Urine HIAA 
qualitative 


Strongly positive—5x 


Negative—6x 
Negative—3x 


Negative 
Slight positive 


Slight positive 

Slight positive 

Slight positive 
hours 
hours 
hours 


Date Clinical state 

1958 
March 

Marked weight loss, flushing, epigastric distress 

April 
April Removal ovarian teratoma 
April 

Post-operative period; further flushing 
April 
June 
September Asymptomatic; outpatient 

1959 
July Acute depression—hospitalized and given imipramine 
August Electrotherapy—given imipramine 
December imipramine 

1960 
Jan. imipramine 
Jan. Off imipramine 
Jan. Off imipramine 
Feb. Hospitalized 
Feb. 
Feb. 
Feb. Laparotomy—small secondaries liver; biopsy 


Uneventful recovery 


April 15, 1958. pear-shaped tumour the left 
ovary, previously undetected pelvic examination, 
was found. This tumour was removed. The appendix 
and the normal right ovary were also removed. The 
remainder the bowel was explored and found 
normal. The liver was grossly normal. Her postoperative 
course was uneventful. She had further flushes. 
Results serial urine examinations postoperatively 
were consistently negative for HIAA. 


Pathological Examination 

Gross.—The gross specimen was firm, nodular, pear- 
shaped, well-encapsulated mass. cut section, one 
pole was composed large cyst, containing yellow 
sebaceous material. The remainder the specimen 
was pale pink colour, solid and nodular. 

Microscopic.—The cyst was lined stratified squa- 
mous epithelium. Skin appendages were not present. 
Adjacent the cyst lining, there was dense connective 
tissue interspersed with adipose tissue containing oc- 
casional foci fat necrosis. The solid portion the 
tumour was composed fibrous elements diffusely 
invaded cords, columns and sheets polygonal 
cells, regular size and shape, containing pale cyto- 
plasm and large nuclei with prominent nucleoli. 
point was the encircling fibrous capsule invaded 
these tumour cells. 

Benditt, Department Pathology, University 
Washington.) positive argentaffin reaction (employ- 
ing methenamine silver) was obtained from the poly- 
gonal cells. Granules were not found. positive 
reaction diazo-coupling indicated the presence 
phenolic material. The presence indole-ethylamine 
this tissue was indicated positive (modified) 
ninhydrin test. Auto-fluorescence confirmed 
ence indoles the same cells. 

Examination right ovary and appendix was nega- 
tive. 

presence squamous epithelium 
and connective and adipose tissue classifies this lesion 
teratoma. The tumour cells were morphologically 
and histochemically carcinoid. 


Positive 


Diagnosis.—Malignant carcinoid 
noma) arising primary teratoma left ovary. 


The patient was followed the out-patient 
department. She was physically asymptomatic. There 
was further flushing. The blood pressure ranged 
from 145/85 160/90 mm. Hg. Her weight was 
constant. the spring 1959 she began complain 
constipation and dull left flank pain. Re-examination 
failed reveal any positive findings. She then began 
have many bizarre, ephemeral complaints. July 
1959, she attempted suicide crudely lacerating her 
wrists. She improved hospital after electroshock 
and psychotherapy. She was also given 200 mg. per 
day imipramine (Tofranil) and was maintained 
this drug. this time urine was re-tested and was 
negative. Her liver was palpable one inch below the 
costal margin and was not tender. December 1959, 
while still taking imipramine, she had slightly positive 
urine screening test. This test was repeated three 
occasions and the result remained positive. After imi- 
pramine was discontinued, urine was 
chromatographically and quantitatively for HIAA. 
The urine was consistently positive. Recurrence 
carcinoid tumour was diagnosed. 


laparotomy was performed February 17, 1960. 
The pelvis was thoroughly explored and found 
grossly free recurrent tumour. The whole the small 
and large bowel was carefully examined, and thin- 
walled, small diverticulum was found the ligament 
number shotty lymph nodes were 
noted along the origin the small bowel mesentery. 
Several these nodes were taken for biopsy. The 
liver was not grossly enlarged. There were numerous, 
pale grey, discrete, firm, subcapsular nodules present, 
primarily the superior surface the liver. These 
nodules varied size 1.5 cm. diameter. One 
these nodules was removed for biopsy. 


Pathological Examination 


Liver Biopsy.—Microscopic: The tumour consisted 
poorly differentiated cells, forming cords and pseudo- 
glands. The cytoplasm was pale blue. The nuclei were 
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hyperchromatic and pleomorphic. The tumour was 
invading the surrounding liver parenchyma. This 
tumour tissue resembled that seen the original 
ovarian teratoma, except that the cells now appeared 
less regular and more malignant. 

Histochemical examination.—The formalin-fixed tissue 
tartrazine 

Touch preparations the unfixed tumour were 
examined for autofluorescence, employing ultraviolet 
equipment previously The cytoplasm ex- 
hibited pale blue fluorescence, with superimposed light 
yellow fluorescent granules. 

Lymph nodes.—Contained tumour tissue. 

Conclusions.—Morphological ex- 
amination the liver biopsy confirmed the presence 
metastatic argentaffin carcinoma. 


The postoperative course the patient was un- 
eventful. The patient when last seen (April 1960) was 
essentially asymptomatic. 


The occurrence flushing five years after the 
menopause led the diagnosis carcinoid syn- 
drome this case. positive urinary screening 
test for HIAA confirmed the initial diagnosis. 
The clinical picture, particularly the profound, 
progressive weight loss, suggested that the tumour 
had metastasized the liver. Surgical exploration 
revealed the tumour primary ovarian 
teratoma. Since previously reported cases were 
uniformly benign, the prognosis was considered 
good our case, After uneventful postoper- 
ative course, secondary deposits were found the 
liver, months later. Re-examination the site 
where the initial tumour was removed failed 
reveal evidence local recurrence. 

The unfortunate occurrence depressive psy- 
chosis led the therapeutic use imipramine 
Tofranil). This phenothiazine derivative closely 
related chlorpromazine, one the group 
drugs that may interfere with the chemical tests 
for HIAA the urine. possible that 
positive test might have been obtained earlier 
the patient had not been receiving 

Depressive psychosis has been described some 
cases carcinoid syndrome, but each case 
was considered coincidental and way 
causally related. The psychotic episode our 
case occurred months after removal the 
tumour, when the urinary HIAA excretion was 
within normal limits. The depression was quickly 
brought under control and did not recur even 
when the tumour had demonstrably spread the 
liver and was again producing pathological amounts 
circulating serotonin. The psychotic depression 
was considered, therefore, unrelated the 
carcinoid syndrome. 

The peculiar type frontal alopecia described 
has not been explained. Presumably, was un- 
related the tumour, since did not alter any 
respect the interval between the removal the 
primary and the occurrence liver metastases. 
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Once clinical suspicion has been raised, the 
diagnosis carcinoid syndrome may easily and 
quickly confirmed means simple (office) 
laboratory screening Pathological concen- 
trations 5-hydroxy indoles the urine (75% 
which are HIAA) are determined this 
method. positive test obtained when the 24- 
mg. The normal range 2-9 mg./24 hours. 
schizophrenia, mild positive reaction may 
obtained, since mg. HIAA are ex- 
creted per day. carcinoid syndrome, mg. 
more HIAA are usually found. False positives 
are obtained the presence acetanilid and 
related compounds. False negatives may occur 
during therapy with phenothiazine derivatives 
(particularly and the presence 
large amounts keto acids the urine. has 
been suggested that the test carried out only 
after the patient has been taken off therapy for 
three more days. positive screening test may 
confirmed the more specific method which 
employs paper 


true positive test indicates the presence 
large numbers cells secreting serotonin into 
the general circulation. This occurs either when 
the tumour has produced liver metastases when 
drains via extra-portal venous system, by- 
passing the liver. order exclude small, re- 
sectable, carcinoid tumour the extra-portal circu- 
lation, early surgical exploration justified even 
the presence positive urine test for HIAA. 


SUMMARY 


case carcinoid syndrome due argentaffin 
carcinoma arising ovarian teratoma reported. 
Metastases were found the liver, months after 
complete removal the primary tumour. Application 
simple urine screening test the diagnosis carci- 
noid syndrome discussed. 


The authors wish acknowledge the help received 
from Dr. English (Chemistry Department, Vancouver 
General Hospital), who performed the chemical tests, and 
the Department Surgery, under whose direction the 
surgical procedures were performed. 
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THE PRESENT STATUS ORAL LIVE 
VACCINES 


INCE 1958 over fifty million humans have re- 

ceived oral live poliovirus vaccines under 
wide variety conditions many countries 
throughout the world. Have such vaccines been 
proved safe and are they sufficiently immunogenic 
warrant their use means eliminating polio- 
myelitis and the viruses that cause this disease? 
These are questions currently under lively discus- 
sion America. 

Some fear has been expressed that the vaccine 
strains might possibly revert level virulence 
comparable that naturally occurring paralytic 
polioviruses. 

The presently available information pertinent 
these problems has been summed admirably 
Sabin (A.M.A. Arch. Int. Med., 106: 1960) and 
the report the Fifth International Poliomyelitis 
Conference held July 26-28 Brit. 

Multicentre laboratory studies several coun- 
tries have been carried out the maximally 
attenuated strains each the three types 
virus the Sabin oral vaccine. All these studies 
indicated that limited changes neurovirulence 
portion the viruses were occasionally 
demonstrable after their multiplication 
human intestinal tract. However, the indicator 
neurovirulence these studies was the effect 
the virus upon the monkey nervous system. The 
accumulated evidence indicated that the human 
intestinal tract not itself selective medium for 
highly virulent virus. The real significance 
changes virulence virus excreted from the 
human intestinal tract therefore could not 
evaluated further tests the nervous system 
monkeys, but only observations the effects 
natural spread susceptible humans all ages 
variety field conditions. 

Preliminary studies Latvia, Mexico, Estonia 
and Leningrad revealed evidence the ap- 
pearance paralytic poliomyelitis 
sands people exposed contact with vaccinated 
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children. However, the safety live vaccine for 
both vaccinated and unvaccinated community 
cannot reliably assessed those parts the 
world where natural immunity poliomyelitis 
acquired the great majority children their 
first three four years life the case Latin 
America, Africa, certain parts the U.S.S.R. and 
the United States where 90% school 
children have already received one more doses 
Salk vaccine. Also, any proper field test 
large proportion susceptible people must remain 
unvaccinated permit assessment the effects 
excreted those vaccinated. Satisfactory field 
tests date have only been carried out the 
Baltic republics the U.S.S.R. where pre-trial 
serological surveys and the age incidence re- 
ported poliomyelitis cases recent years indicated 
that there were large numbers susceptible chil- 
dren and adults. 

noteworthy significance are the data pertain- 
ing the field trials conducted Estonia and 
Lithuania and the Latvian, Byelorussian and 
Moldavian republics where vaccination with Sabin 
oral live vaccine was completed 60% 
the most susceptible age groups before the summer 
1959. The populations these countries have 
been subject thorough surveillance throughout 
and since the trials. There were ample and favour- 
able conditions for spread the susceptible un- 
vaccinated population both naturally occurring 
virus and that excreted vaccinated subjects. 


all these regions, despite annual fluctuations 
poliomyelitis incidence, more cases have con- 
sistently occurred during the summer months. The 
absence this previously consistent seasonal rise 
incidence together with unprecedented reduc- 
tion poliomyelitis incidence the entire popula- 
tion during the year the mass vaccination trial 
strongly suggest that the vaccine safe and 
efficient. However, some reduction poliomyelitis 
incidence could expected despite the vaccina- 
tion program, following several years high polio- 
myelitis attack rates. Experience during subsequent 
years with high incidence paralysis unvac- 
cinated groups will clarify this point. 


The community may benefit two ways from 
administration live poliovirus vaccine: (1) 
the development intestinal resistance 
infection which ultimately impedes further dis- 
semination not only vaccine strains, but also 
naturally occurring polioviruses, and (2) 
certain amount immunization contact infec- 
tion. this connection, southern Louisiana, 
poliovirus vaccine strains spread readily intra- 
familial contacts and some extrafamilial contacts 
especially the lower socioeconomic group. 
Czechoslovakia, about 40% unvaccinated sus- 
ceptible children under years age developed 
antibody contact infection during the sub- 
sequent four months after the mass vaccination trial 
was begun. 
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These properties live poliovirus vaccine pre- 
clude any rigidly controlled trial comparing the 
incidence disease properly matched groups 
vaccinated and unvaccinated subjects, since vac- 
cination half the population impedes dissemina- 
tion the virus the entire and also 
immunizes good proportion unvaccinated 
“controls” contact infection. The most important 
control the Russian and Czechoslovak trials was 
the existence large, unvaccinated, susceptible 
contact population. The immunizing effect the 
vaccine was established extensive tests anti- 
body development. 


Intestinal infection other viruses may inter- 
fere with the implantation and multiplication 
the vaccine virus, and this constitutes particular 
problem areas where various intestinal infections 
are endemic, particularly tropical 
tropical countries. Recent studies Mexico, how- 
ever, indicate that this problem can overcome 
administering trivalent oral live poliovirus 
vaccine two occasions with six- eight-week 
interval between doses almost all young children 
the community. 


addition the Sabin vaccine, the other two 
oral preparations now available are the Lederle 
Cox vaccine and the Koprowski vaccine. The 
difference between these three products lies largely 
the source, the methods attenuation, and 
certain the characteristics the strains polio- 
virus which each contains. The relative advantages 
and disadvantages the different oral live polio- 
virus vaccines remain established. 


date there conclusive evidence that any 
these vaccine strains have ever caused clinical 
case poliomyelitis. Recently, however, there have 
been two rather disquieting reports this regard. 
Since large-scale vaccination was begun Dade 
County, Florida, February 1960, there have been 
seven cases poliomyelitis that district. While 
this less than the average and the median for 
the past five years, the age distribution these 
cases was unusual. West Berlin, May 
1960, there had been only four cases paralytic 
poliomyelitis this year. During May the Lederle- 
Cox trivalent vaccine was administered about 
280,000 pre-school age children, 53% the total 
population this age. Since then there 
least clinical cases poliomyelitis, which 
were those who had been vaccinated. 
must observed, however, that this population 
was heavily infected virulent type poliovirus 
before the vaccination program was started, and 
the picture further complicated the fact that 
mumps and meningo-encephalitis uncertain 
etiology were also prevalent the city that time. 
Aliquots the vaccine batches administered 
Berlin have been used without any reaction 
Colombia and New York State. While these dis- 
turbing experiences Florida and West Berlin 
cannot ignored, means they provide 
any valid evidence that the vaccines used are 
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unsafe. Final evaluation intensive studies 
these two situations may well have important 
bearing the whole future vaccination with 
living attenuated poliovirus vaccines. 

1959 more than 5700 cases paralytic polio- 
myelitis were reported the U.S.A., which 
nearly 1000 had received three more doses 
Salk vaccine. There can question that Salk 
vaccine has already prevented tens thousands 
cases paralytic poliomyelitis recent years, 
but even were 100% effective, its use would still 
present great difficulties reaching considerable 
portion the population, and would have but 
limited effect the continued dissemination 
paralytic poliovirus the community. logical 
therefore advocate that and when the safety 
and immunogenic effectiveness oral vaccines 
have been established, these preparations should 
employed all-out mass campaign wipe 
out paralytic poliomyelitis and the viruses which 
cause it. The results the field trials other 
countries support the feasibility this proposal, 
and such eradication campaigns have already been 
instituted Hungary and are progress the 
China, East Germany and Czechoslovakia. 

have reason believe that these considera- 
tions are well known Canadian authorities re- 
sponsible for the licensing 
products, and that and when their safety and 
effectiveness are established, may expected 
that oral, live poliovirus vaccines will made 
available for use this country. such event 
seems reasonable assume that their role will 
supplement, rather than replace Salk vaccine, 
least for some time come. 


RESEARCH INTRA-ARTERIAL 
INSTRUMENTATION FOR NEUROSURGERY 


the past year, the feasibility 
intra-arterial approach various neurosurgical 
conditions has been explored. The tortuosity 
the intracranial portions the carotid artery and 
the frailty their walls creates considerable 
culty the development safe and reliable 
catheter for this purpose. Recently was observed 
that spherical pellets large 4.2 mm. 
diameter could passed successfully into the 
intracranial arteries. This suggested the possibility 
drawing extremely flexible tubes into these 
arteries attaching the leading end the tube 
such pellet introduced into the carotid artery 
the neck. Depending the flow blood 
propellent the tube could traverse the carotid 
syphon without danger penetrating arterial walls. 
fitted with inflatable hollow tip this instrument 
could used temporarily occlude the orifice 
saccular aneurysm and offer means rapid 
control subarachnoid thrombos- 
ing the entire aneurysm might also provide 
method preventing recurrent 
capable perfection, this device could eliminate 
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the hazard carotid ligation direct intra- 
cranial surgery during acute Other 
potential applications could include the infusion 
tumour chemotherapeutic agents high concentra- 
tion localized area, fibrolytic agents into sites 
thrombotic arterial occlusion, 
agents into the arterial origins arteriovenous 
malformations induce thrombosis therein. 

Such instrument would require extremely 
flexible material capable being extruded 
form thin-walled tubing small diameter and with 
high degree inertness blood minimize the 
tendency thrombosis during the minutes 
that the tube would remain within artery. 
would have capable sterilization without 
deterioration. The Dow Corning Center for Aid 
Medical Research has been collaborating the 
development such instrument from silastic, 
material similar that used equipment for 
blood transfusion and oxygenation and 
manufacture ventriculo-caval shunt valves, and 
tubes for the surgical treatment hydrocephalus. 


TREATMENT FOR TRICHOMONAS 
VAGINITIS 


are often surprised the propinquity the 

patient with new Trichomonas infection and 
the arrival mail new remedial preparation 
for its treatment. These preparations all claim 90% 
effectiveness that they harass, aggravate, elim- 
inate, even explode the parasite. These medica- 
tions may inserted, insufflated, swallowed. 
They may used with without douches. Any 
combination these suggestions appears possible. 
usually fasten one two methods which 
are satisfactory and rarely attempt new medica- 
tion unless samples are readily available. 

Moore and Simpson Obst. Gynec., 68: 
974, 1954) state that Trichomonas 
vaginitis symptom which occurs 
changes the vaginal physiology 
which are produced emotional stress. 

one will deny that many patients suffering 
from Trichomonas vaginitis will cured perman- 
ently one course treatment. matters little 
what preparation Perhaps five ten per 
cent people are well while being treated but 
immediately after the cessation treatment the 
infection appears return with vehemence. De- 
spite vaginal cultures, glucose tolerance tests and 
multivitamins the patient appears (or seems 
enjoy the consternation the physician’s expres- 
sion when she states that the medicine gave 
relief. 

Moore and Simpson suggest that although local 
treatment may necessary (one two applica- 
tions only), the patient should informed that 
the symptoms are due nervous tension. Fre- 
quently, marital problems guilt feelings are 
prominent their psychic background. Intensive 
psychotherapy not used, but reassurance with 
mild sedation recommended. Many patients 
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appear believe that this venereal disease 
(and may be), but when they are reassured that 
not, they can cured any proprietary 
medication. 

summary, assuming that the diagnosis re- 
current Trichomonas vaginitis correct, then seda- 
tion and superficial psychotherapy should part 
the physician’s armamentarium. 


SOYBEAN MILK AND THE 
PRODUCTION 


children who developed goitre whilst 
being fed soybean milk are reported Shepard 
the New England Journal Medicine. 
The first infant was placed soybean formula 
three months age, and 1114 months the 
goitre subsided when cow’s milk was substituted. 
Prior the change milk the serum chol- 
esterol was 100 mg. 
iodine 3.4 and uptake 88% hours. 
After the substitution soybean cow’s milk the 
uptake dropped 38% and five months later 
the thyroid gland was not detectably enlarged. 

The second infant developed goitre after having 
been soybean milk since birth. 
months age the protein-bound iodine was 3.4 
and the uptake was 86% four 
hours and 42% hours. After the infant 
had been milk plus fruit, vegetables 
and meat diet for one and half months, the 
thyroid gland became normal size and the 
uptake dropped 29% four hours with 24- 
hour value 45%. 

The third infant was seen two years and nine 
months age, having been soybean milk since 
the age three months because eczema. too 
showed increased iodine uptake and low 
serum cholesterol. When solution was 
added the daily diet, the goitre disappeared 
within days. After eight weeks iodide ad- 
ministration, the radioactive iodine uptake dropped 
36.5% after hours. 

Shepard al. believe that the evidence which 
they present and the absence iodide soybean 
milk supports the iodide-lack type goitre 
these cases. 

editorial? the same issue the journal 
points the dangers inherent substitutes for 
breast feeding for feedings milk its 
modifications. are reminded the editorial 
writer that cases convulsions infants due 
pyridoxine deficiency, and some megaloblastic 
anemia due ascorbic acid and folic acid de- 
ficiency, had previously been reported. urges 
the use the time-tested infant feeding regimens 
which breast feeding paramount. Simple cow’s 
milk formulas seem the best substitute. W.G. 
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LETTERS THE EDITOR 


MORE ABOUT FLUORIDATION 
the Editor: 


Your correspondents, Dr. Lindsay and 
Bullen (Canad. J., 83: 289, 1960), should 
first take the beam out their own eye. Section 
their letter, the suggestion made deliberate 
experimental bias the part Dr. Waldbott. Yet 
Section the statement occurs “The mild ‘convulsions’ 
described are not inconsistent with habit spasm 
order avoid possible conclusion from known fact— 
that the child had been taking fluoride, your cor- 
respondents have conjured completely 
fictitious pressures” which are nowhere men- 
tioned the original article. doubtful whether 
the ability your correspondents detect these pres- 
sures, unobserved the various consultants concerned, 
can attributed solely their clinical acumen. 

This fancy footwork rather characteristic the 
attempt establish the safety fluoridation. 
general, works like this: cursory examination 
the vital statistics the fluoridated area undertaken. 
None the diseases statistically listed credited 
the consumption fluorides. not surprising then 
that there increase these diseases the 
fluoridated area, but this allows the statement 
made, “No deleterious effects fluoride have been 
found.” This really statement ignorance 
whether not there are any deleterious effects 
fluoride, but, unfortunately, being ignorant 
being positive and quite illogically the statement 
changed read: “It has been found that there are 
deleterious effects from the ingestion the fluoride 
ion. 

What little know the physiological effects 
the fluoride ion does not redound its credit. 
know that affects enzyme systems and that 
cumulative the soft tissues well bone, but 
clear-cut syndrome has been established. cannot 
detect early toxic effects fluoride unless know 
precisely what look for. Possibly, the dosage 
suggested, fluoride not harmful, but surely 
incumbent upon prove its harmlessness from our 
knowledge the action the fluoride ion before 
recommend the public. 

Harrison, M.D. 
Suite 212, 605 Princess St., 
New Westminster, B.C. 


EARLY VENTURE 
HETEROPLASTY 


the Editor: 


has been suggested that the results 
operation performed some years ago might 

Thirty-three years ago Lethbridge, Alberta, 
small child fell and cut nose off rusty rim. 
This called for surgery, and piece stomach was 
grafted nose. this left quite hole 
stomach, the doctor grafted the skin pig. took. 

the years, have had four the pig 
skin has stretched like the rest skin, and grown 
much larger, but still healthy ever. 
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The doctor who performed this operation was Dr. 
Peter Campbell Lethbridge. The ridiculous cost, 
which that time must have meant great deal, was 
$250. Dr. Campbell told me, “There, have given you 
your nose back, but can’t guarantee the freckles.” 
could have guaranteed even that, for the freckles 
did appear. mother tells that twenty and thirty 
times day she rubbed cocoa-butter into the scar 
tissue. Whatever the cost, was good job. myself 
never even notice the scar nose. 


Many times through the years have thought 
writing thank Dr. Campbell for good job well 
done. Now too late. Perhaps other doctors will take 
this word thanks for other jobs well done. 


(Mrs.) VALERIE 
Tilbury, Ont. 


EFFECTS ATROPINE THE 
PULMONARY CIRCULATION DURING 
REST AND EXERCISE PATIENTS 
WITH CHRONIC AIRWAY OBSTRUCTION 


The effect atropine sulfate pulmonary 
dynamics was studied Williams, Zohman and Bert- 
rand (Dis. Chest., 37: 597, 1960) patients with 
chronic airway obstruction. The majority patients 
showed significant beneficial effect the pulmonary 
circulation from the administration atropine. These 
were patients with clinical and physiological diagnosis 
chronic obstructive pulmonary emphysema. Since 
atropinization was without effect, vagotomy was not 
considered these patients. Three with clinical and 
physiological evidence bronchial asthma showed im- 
proved pulmonary hemodynamics after administration 
atropine. Although atropinization caused improve- 
ment them, their disability was insufficient warrant 
consideration vagotomy. One who had recently re- 
covered from congestive heart failure showed marked 
improvement after administration atropine. was 
the only candidate for vagotomy the entire series. 


quite likely that when beneficial effect 
observed part mediated via reduction airway 
obstruction with reduction the intrathoracic pressure 
and coincident improvement blood flow. one 
patient whom there was dramatic response 
the administration atropine, spirometric 
before and after the administration 0.8 mg. 
atropine intravenously revealed increase maximal 
mid-expiratory flow rate from 0.36 0.50 
coincident with increase the vital capacity from 
1.43 2.30 Thus, improved hemodynamics might 
expected follow vagal block 
spasm present, whereas patients with relatively 
fixed airway obstruction might not expected 
improve. The effect atropine pulmonary 
dynamics may provide practical guide the 
advisability vagotomy the treatment patients 
with chronic airway obstruction. 
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USE INTERMITTENT POSITIVE 
PRESSURE BREATHING PREVENTION 
CARBON DIOXIDE NARCOSIS 
ASSOCIATED WITH OXYGEN THERAPY 


Thirty-five patients were studied evaluate the 
role intermittent positive pressure breathing pre- 
venting the increasing hypercapnoea associated with 
100% oxygen breathing 
The breathing 100% oxygen produced decrease 
pressure carbon dioxide (pCO,). Fraimow, Cathcart 
and Goodman (Am. Rev. Respiratory Dis., 81: 815, 
1960) found that when the 100% oxygen was admin- 
istered intermittent positive 
there was marked increase ventilation 
with sharp reduction pCO,. Thus the use 
intermittent positive pressure breathing administer 
100% oxygen prevented the rising hypercapnoea usually 
found these patients when 100% oxygen was admin- 
istered alone. all but two patients, increasing hyper- 
capnoea was not only prevented the use inter- 
mittent positive pressure breathing, but that already 
present was reduced. The results obtained with inter- 
mittent positive pressure breathing were independent 
its role vehicle for the administration broncho- 
dilators. 


NEW TREATMENT 
ANOREXIA NERVOSA 


Anorexia nervosa syndrome characterized 
refusal eat, whether not accompanied anorexia 
the start; severe loss weight; absence schizo- 
phrenia, severe depression, organic disease; and 
least three months’ duration 
female patients. Persuasion, hormone preparations, tube 
feeding and modified leukotomy all have been tried 
forms treatment. 

Dally and Sargant (Brit. J., 1770, 1960) 
report the results treatment patients with 
anorexia nervosa combination chlorpromazine 
and modified insulin, and compared them with those 
similar group (24 cases) treated other methods. 
Patients were put bed the start treatment and 
told they must stay there until they regained near 
normal weight. Thus food intake could supervised, 
and risk using large doses drugs the debilitated 
patient minimized. Chlorpromazine was given 
mouth, starting with 150 mg. day and increasing 
mg. day the limit the patient’s tolerance. 
Modified insulin therapy was also begun once, 
starting with five units and progressively increasing the 
dose until the patient had sweats and became drowsy. 
Then interruption took place with large meal. The 
average morning dose the series was units, varying 
from units according individual sensitivity. 
first light diet was given. included frequent forti- 
fied milk drinks and was steadily increased from 1500 
calories 4000 calories day. attempt was made 
uncover psychological problems deal with them 
until the weight was nearly normal. Then the drugs 
were reduced and the patient was allowed up. week 
later, provided that she was still eating satisfactorily, 
she was sent home. Attempts were made follow 
patients for least year; supportive psychotherapy 
with the patient remission seemed valuable pre- 
venting relapse. 
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Patients treated the above way gained average 
less than 4.4 week and their average stay 
hospital was only 34.9 days. Patients treated other 
methods gained average only 1.3 week 
during average stay 58.4 days. The difference 
between these results highly significant. 


THE COURSE MITRAL STENOSIS 
WITHOUT SURGERY: TEN- AND 
TWENTY-YEAR PERSPECTIVES 


Two hundred and fifty patients with mitral stenosis 
who received medical treatment were followed 
Rowe al. for years death, and 115 these 
were followed for years (Ann. Int. Med., 52: 
741, 1960). The incidence and the significance terms 
longevity, age, and severity symptoms such 
complications atrial fibrillation, embolism 
gestive failure are discussed. years, 40% died and 
40% remained unchanged. years, 80% died and 
13% remained unchanged. 

The survival curves available for seven years one 
series patients treated surgically are contrasted with 
the curves comparable patients from 
treated medically, and with the composite curve 
three series medically treated patients, including 
the present one. Direct comparison not completely 
valid because the surgical patients were treated medi- 
cally for some time before operation, and the two 
groups were not contemporary. Nevertheless, the 
sustained benefits mitral valvulotomy are strikingly 
evident from this comparison, although probable 
that patients with mitral stenosis treated medically 
live longer now than they did years ago. 


NEW ASPECTS THYROID THERAPY 


Short-term administration massive doses active 
thyroid principles (90 mg. triiodothyroacetic acid 
(triac) equivalent doses desiccated thyroid 
six ten days) produced therapy-free remission 
six seven months’ duration two siblings with 
sporadic goitrous cretinism. That is, both patients 
required specific therapy only during total two 
and one-half weeks year order remain 
euthyroid. third sibling was still asymptomatic six 
months after cessation therapy. 

Zondek, Leszynsky and Zondek (A.M.A. Arch. Int. 
Med., 106: 15, 1960) postulate genuine, though 
transient, normalization the previously existing meta- 
bolic block, which was presumably genetically trans- 
mitted inability convert inorganic iodide organic 
iodine. two patients with primary myxcedema and 
two patients with pituitary thyroid “stoss- 
therapy” (performed with triac) was ineffective. These 
patients had complete relapse two four weeks after 
the end the “stoss”. 

concluded that thyroid “stoss-therapy” can 
expected produce prolonged therapy-free remissions 
only those comparatively rare conditions thyroid 
deficiency which are caused intracellular functional 
defects cell-enzyme relationship (biochemical myx- 
cedema). Whether this form therapy can ex- 
tended other forms faulty synthesis thyroid 
hormone even other glandular disorders due 
enzymatic failure hormone synthesis, remains 
open question. 


(Continued page 30) 
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ANNOUNCING THE INTRODUCTION 
THE NEW STANDARDIZED 
INSURANCE CLAIM FORMS 


recent years one the major problems that have irritated the medical profession has been the multi- 
plicity insurance claim forms which have resulted from the increasing use medical services insurance. 
Because this problem, the Committee Economics was charged with the responsibility cooperating with 
the insurance industry bring about standardization these many forms. 


The following pages contain the forms and instructions for using them. They will mailed every 
practising physician Canada booklet entitled for using Accident and Sickness Claim 
and are the result two years cooperative effort between the insurance industry and The Canadian Medical 
Association. pad Attending Physician’s Statements (Combined Form) will mailed the same time 
the booklet. 


These forms have been approved the General Council the C.M.A. and the Canadian Health Insurance 
Association representing the insurance industry, and will replace the large number and variety forms doctors 
have seen their practice over the years. They will used insurance companies representing approximately 
the Accident and Sickness Insurance sold Canada, and will officially into use October 1960. 


There are two basic forms, the Attending Physician’s Statement (Combined Form), and the Attending 
Physician’s Supplementary Statement (Loss Time Benefit). The former all-purpose form and provides 
essential information for payment claims for medical care loss time benefits, under group and individual 
policies; the latter supplementary form for continuing loss time benefits. 


Three abbreviated versions the Combined Form may used some companies for the doctors’ con- 
venience. These forms are also illustrated and explained the booklet. They have certain sections omitted from 
the Combined Form; otherwise the questions and format are the same. these cases, the doctor will have his 
choice using either the Combined Form version. Additional supplies the Combined Form may 


obtained from your Division The Canadian Medical Association. 


will noted that “assignment” section has been omitted from the form. This was purposely omitted 
because the wide difference opinion among members the profession this subject. suggested that 
those doctors wishing assignment should use separate assignment form with the same wording that found 
the booklet. Some companies will print the assignment the back the form for the convenience those 
doctors wishing use it. 


The provision these standardized forms indicative the excellent cooperation the medical profession 
has had with the insurance industry making them possible. They are highly recommended for the use all 
physicians medical practice, and will available both English and French. 
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PROCEDURE FOR USING 
ACCIDENT AND 
CLAIM FORMS 


TYPES FORMS 


(2) 


Combined Form Physician’s Statement 


The Combined Form may used you for any claim under both group and individual accident 
and sickness insurance policies and replaces all other forms general use except provided 
under “(2)” and “Abbreviated below. 


This form made pads for your convenience and may stocked your office. will 
distributed through the Divisions The Canadian Medical Association and further supplies 
may requisitioned from the Secretary your Division. 


may also supplied insurance companies your patients. the reverse side such 
forms will appear information required the companies for identification and administration 


purposes. The attending physician not responsible for the completion these non-medical 
questions. 


Loss Time Benefit Statement 


This form required only where the patient claiming continued loss time benefits for ex- 


tended periods disability. will submitted you your patient for completion. 


ABBREVIATED FORMS 


Many claims can paid with less information than asked for the Combined Form (CMHIA—1). 
Abbreviated forms have therefore been devised which certain questions the Combined Form 
have been omitted, otherwise the questions and format are identical. These abbreviated forms, which 
will distributed some insurance companies their policyholders for presentation you for 
completion, are— 


CMHIA—1A—Loss Time Benefit 
1B—Surgical and Medical Benefits 
1C—Surgical Benefit 


All forms are centrally printed ensure uniformity questions and format. 


*Canadian Medical/Health Insurance Association. 
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USE AND PROCEDURE 


When form (Combined Abbreviated) submitted you, you may either complete the Com- 
bined Form that you have your office. you complete the latter, please staple the form submitted 


because the information its reverse side required the insurance companies for identification 
purposes. 


the forms, with the exception the Supplementary Statement (CMHIA—2), can superimposed 
the Combined Form with carbon paper inserted should you wish keep copy for your file. 


completed form should returned your patient, unless exceptional case for confidential 
reasons, you wish mail directly the Medical Director the insurance company concerned. you 
mail the form directly the insurance company, please make sure that the policy number (for indi- 
vidual insurance claim) the name your patient’s employer (for group insurance claim) the form. 


ASSIGNMENTS 


some cases you may wish have the insurance benefits made payable you. For this purpose standard 
form assignment, that will made available you, should used. When completed and signed the 
insured the assignment should stapled the completed claim form. Forms distributed insurance com- 
panies may include the assignment the reverse side. 


copy the standard form assignment approved the C.M.A. and the reproduced below. 


ASSIGNMENT 


(To completed the insured, cheque 
made payable the Physician) 


(Print name Physician) 


me, but not exceed the charge for the services described the attached claim form. understand that 
financially responsible the physician for charges not covered this assignment. 


(Insured) 


N.B. staple completed claim form 


assure the continued effective operation this standard claim form procedure, provision has been made 
for necessary revisions and modifications. Constructive suggestions should forwarded the Secretary 


your Division who will see that they reach the C.M.A. representatives the Joint Committee Uniform 
Claim Forms. 


=> 
| 


COMBINED FORM 
ATTENDING STATEMENT 


PLEASE COMPLETE THIS CLAIM FORM AND RETURN YOUR PATIENT. APPROVED 
SEPARATE CLAIM FORMS ITEMIZED ACCOUNTS SHOULD SUBMITTED EACH ATTENDING DOCTOR. C.M.A. and C.H.LA. 


Name and Address Age 


Diagnosis (describe complications, any) 


GENERAL 


this Workmen’s Compensation Board case? 


what was date commencement pregnancy? 


hospitalized give name hospital 


SURGICAL Describe performed (for give duration) Your 
ANAESTHETIC Your 
DIAGNOSTIC Date Charge* 
CONSULTA- 
TIONS Date Charge* 


(a) Dates visits exclusive above procedures, (N) for night, holiday emergency 


AT | | | } | 


(b) Your charge* for these visits—at office hospital 


(a) the best knowledge, the patient has been totally disabled (unable work) 
From 


inclusive 


(b) still disabled give approximate date patient should able return work 


BENEFIT 


How long was will patient partially disabled? 
From 


inclusive 


When did patient first consult you for this condition? 


INDIVIDUAL 11. best your knowledge 
POLICIES (a) when did symptoms first appear accident happen? 
and (b) has patient ever had same similar condition? 

“YES” state when and describe 


Describe any other disease infirmity affecting present condition 


POLICIES 


REMARKS 


DATE 


Signature 


Street Address City Town Province 


AUTHORIZATION PATIENT GUARDIAN 


hereby authorize the release insurer and employer any information requested respect this claim. 


Signature 


DATE Patient Guardian 


CMHIA-! 1,10 60 


*you have the option of inserting your charge or attaching itemized account 


home 
LOSS 
COMPRE- 
HENSIVE 
MAJOR 
MEDICAL 
M.D. 
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LOSS TIME BENEFIT 


ATTENDING SUPPLEMENTARY STATEMENT 


APPROVED 
PLEASE COMPLETE THIS CLAIM FORM AND RETURN YOUR PATIENT. C.M.A. and 


Name 


Diagnosis 


Describe complications new independent condition which prolonged the disability 


Date last attendance 


(a) Are you now treating patient? 


(b) how frequently? 


(a) the best your knowledge patient now totally disabled (unable work) 


(b) give date patient could have returned work 


still disabled give approximate date patient should able return work 


How long was will patient partially disabled? 


(a) Have you instructed patient remain indoors (except'for essential treatment) since last report? 


(b) give dates 
From 


Remarks 


Date Signature 


Street Address City Town Province 


1/10/60 


If there is a charge for.completing this form, it is the responsibility of the patient 
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LOSS TIME BENEFIT 
ATTENDING STATEMENT 


APPROVED 
PLEASE COMPLETE THIS CLAIM FORM AND RETURN YOUR PATIENT. 


C.M.A. and 


Name and Address Age 


Diagnosis (describe complications, any) 


GENERAL 


this Compensation Board case? 


condition due pregnancy? 
what was approximate date commencement 


hospitalized give name hospital 


SURGICAL Describe performed (for give duration) 

OBSTETRICAL Date 
ANAESTHETIC 

DIAGNOSTIC Date 
CONSULTA- 


TIONS 


Dates visits exclusive above procedures 
PLACE MONTH YEAR 112131415 (10 


OFFICE 


| | | 


o 


(a) the best knowledge, the patient has been totally disabled (unable work) 
From 


inclusive 


still disabled give approximate date patient should able return work 


BENEFIT 


How long was will patient disabled? 
From 


inclusive 


DATE 


Signature 


Street Address 


City Town Province 


AUTHORIZATION PATIENT 


hereby authorize the release insurer and employer any information requested respect this claim. 


DATE 


Signature Patient 


If there is a charge for completing this form, it is the responsibility of the patient 


Date 
TIME 
\ 
REMARKS 


SURGICAL AND MEDICAL BENEFITS 
ATTENDING PHYSICIAN'S 


PLEASE COMPLETE THIS CLAIM FORM AND RETURN YOUR PATIENT. APPROVED 
SEPARATE CLAIM FORMS ITEMIZED ACCOUNTS SHOULD SUBMITTED EACH ATTENDING DOCTOR. C.M.A. and 


Name and Address Age 


Diagnosis (describe complications, any) 


GENERAL 


this Workmen’s Compensation Board case? 


condition due pregnancy? 
what was approximate date commencement pregnancy? 


hospitalized give name hospital 


SURGICAL Describe procedure(s) performed (for give duration) Your 
OBSTETRICAL Date Charge* 
ANAESTHETIC Your 
DIAGNOSTIC Date Charge* 
CONSULTA- Your 
TIONS Date Charge* 


(a) Dates visits exclusive above procedures, (N) for night, holiday emergency 


| 


— | | | 


(b) Your for these visits—at office hospital 


REMARKS 


DATE 


Signature 


Street Address City Town Province 


AUTHORIZATION PATIENT GUARDIAN 


hereby authorize the release insurer and employer any information requested respect this claim. 


Signature 


DATE Patient Guardian 


CMHIA—1B 


1/10/60 *you have the option of inserting your charge or attaching itemized account 


~ 
home 
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ATTENDING STATEMENT 


PLEASE COMPLETE THIS CLAIM FORM AND RETURN YOUR PATIENT. 
SEPARATE CLAIM FORMS ITEMIZED ACCOUNTS SHOULD SUBMITTED EACH ATTENDING DOCTOR. 


SURGICAL 
OBSTETRICAL 
ANAESTHETIC 
DIAGNOSTIC 
CONSULTA- 
TIONS 


REMARKS 


DATE 


Street Address 


hereby authorize the release insurer and employer any information requested respect this claim. 


DATE 


Name and Address 


Diagnosis (describe complications, any) 


this Compensation Board case? 


condition due pregnancy? 
what was approximate date commencement pregnancy? 


hospitalized give name hospital 


Describe procedure(s) performed (for give duration) 


Signature 


City Town 


AUTHORIZATION PATIENT GUARDIAN 


Signafure 
Patient Guardian 
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SURGICAL BENEFIT 


APPROVED 
C.M.A. and 


Your 


Your 
Charge* 


Your 
Charge* 


Age 


Province 


*you have the option of inserting your charge or attaching itemized account 


GENERAL 
Date 
Date 
Date 
MD. 
1/10/60 
. 
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OBITUARIES 


DR. LEONARD GALLAUGHER died July his 
home Huntsville, Ontario. graduate the Uni- 
versity Toronto 1921, practised company 
doctor for lumber firms Northern Ontario, was 
the staff the Regina General Hospital 
practised South River, Sundridge and Huntsville, 
Ont. 


Dr. Gallaugher survived his widow and three 
daughters. 


DR. ROY GRAHAM, aged 61, died July 
Oshawa General Hospital. After graduating from the 
University Toronto 1924, did insulin research 
under the late Sir Frederick Banting and practised 
Petrolia, Ont., and Oshawa for years. 

Surviving are his widow and three brothers. 


DR. HARRIET ISOBEL HOUSTON, aged 75, died 
July Regina, Sask. Born Ontario, Dr. Houston 
taught school Saskatchewan and later graduated 
from the University Manitoba 1922. She practised 
various Saskatchewan communities, latterly Tux- 
ford, before retiring Moose Jaw 1951. 
Surviving are her husband, daughter and two sons. 


DR. FRANK MILLARD, aged 79, died July 
his home Windsor, Ont. graduated from the 
Detroit College Medicine 1901 and practised 
Detroit for several years. was later associated for 
several years with leading pharmaceutical firm 
research chemist 

Surviving are his widow, one son and daughter. 


DR. RUFUS PARENT, aged 83, died August 
Ottawa where had practised since 1902. graduate 
the University Toronto 1911, was former 
chairman the Ottawa Health Department. served 
doctor for the 230th Battalion during World War 

Surviving are his widow, son and two daughters. 


DR. GEORGE PETRIE, aged 70, died Vancouver 
August graduate the University Manitoba 
1915, Dr. Petrie served overseas World War and 
practised Fernie, B.C., and later Vancouver. 
was chief the Canadian Pacific’s medical services 
British Columbia. 


DR. ALFRED POWERS, aged 71, died July 
Montreal. Born Levis, Que., graduated from 
Laval University 1911. spent years working 
general practitioner the Labrador coast and 
two years Paris. his return, established prac- 
tice ear, eye, nose and throat specialist Verdun 
and was associated with the Crawford Hospital. 
Surviving are his widow and twin sons. 


DR. CAMERON SULLY, aged 70, died August 
his home Ottawa. His studies Queen’s Uni- 
versity were interrupted during World War when 
served France and Egypt. his return 
graduated 1922 and practised Kazabazua for eight 
years before joining the Canadian Pension Commission. 
was chief medical adviser until his retirement 
1958. 
Surviving are his widow and three daughters. 
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DR. HUGH SQUIRES WELSMAN, aged 41, died 
July Toronto General Hospital. Born Toronto, 
graduated from the University Toronto 1945. 
specialized ophthalmology and practised 
Guelph. 


Surviving are his widow, daughter and son. 


PROVINCIAL NEWS 
BRITISH COLUMBIA 


Dr. Denys Ford 


The appointment Dr. Denys Ford associate 
professor the Faculty Medicine the University 
British Columbia was announced recently the 
president, Dr. MacKenzie. Dr. Ford will 
carry out research connective tissue diseases and 
rheumatology new unit established through gift 
from the Canadian Arthritis and Rheumatism Society. 
announcement regarding the establishment the 
unit was made during June President MacKenzie 
and Mr. McAlpine, president the B.C. division 
the Society. The unit the result bequest the 
Society $175,110 from the late Cunliffe 
Kamloops, who set aside part his estate for re- 
search into arthritis and rheumatism. 


Dr. Ford, who has been member the U.B.C. 
faculty since 1954, graduate Cambridge Uni- 
versity, where received the degrees Bachelor 
Arts and Doctor Medicine. worked The London 
Hospital, London, England, and New York Uni- 
versity before going Vancouver work the 
General Hospital fellow clinical investigation. 
London and Fellow the Royal College Phy- 
sicians Canada. has published numerous articles 
medical journals the subject rheumatism and 
arthritis. 


~ 
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Poliomyelitis still very active disease British 
Columbia; the total number cases far this year 
given recent report 96. Several cases have come 
from the Cariboo, where Prince George has had large 
number cases; other areas this part the province 
are also affected. 

felt the Health authorities that the public 
whole has not taken full advantage the op- 
portunities afforded make use the immunity 
offered Salk vaccine, though there has been wide- 
spread publicity this regard. The vaccine can, 
course, obtained without cost. 


The establishment University Hospital 
built the campus the University British 
Columbia rapidly moving towards realization. 
Metropolitan Hospital Planning Committee Greater 
Vancouver has recommended the establishment such 
hospital, which indeed has been one the major 
aims the University connection with its Medical 
School for some time. will, course, primarily 
teaching hospital and not community hospital the 
ordinary sense the word. expected deal 
especially with medical problem cases from all parts 
the province. 

Dean McCreary has stated that the policy 
the University Hospital will emphasize research and the 
provision facilities, now lacking, for this most im- 
portant function. will conduct research into physical 
equipment and organization hospitals necessary 
prerequisite. Stress will placed what calls 
the “team approach” treatment the sick, utilizing 
the services doctors, nurses, psychologists, and 
personnel trained physical medicine, and methods 
re-education and rehabilitation, strongly indicated 
these days, view the realization that all these 
‘services are essential true economy, both life 
and function. 

The Rockefeller Foundation has granted $10,000 
the University, towards the planning University 
Hospital. 


14,000 persons subjected screening tests for 
tuberculosis, including chest radiographs, the Kam- 
loops area the province, only nine are receiving 
treatment; four having been admitted hospital. This 
impressive record, think, and reflects great 
credit the long years work and effort the 
Provincial Health Department, directed 


MANITOBA 


Dr. Manly Levin now associated the practice 
general and thoracic surgery with Drs. Corne and 
Lehmann, 302 Boyd Building, Winnipeg. 


Dr. Malcolm Scott Corby, Northhants., England, 
was recently appointed staff physician Clearwater 
Lake Hospital. will assume his new duties Sep- 
tember. graduated 1956 from the University 
London and has diploma Industrial Health well 
the L.R.C.P. and Ross 
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ONTARIO 


St. Mary’s Hospital, Kitchener, has 
struction 250-bed addition which will reach 
storeys. The new and the old building will air- 
conditioned, making the first fully air-conditioned 
hospital Ontario. The total cost will more than 
$5,000,000. 


Murray Freedman, graduate the School 
Pharmacy, University Toronto, has been awarded 
$1500 fellowship Warner-Lambert Pharmaceuticals 
Inc. This fellowship one phase the company’s 
program for promotion Canadian education and 
research pharmacy and medicine. 


Dr. Nancy Simpson, lecturer the department 
zoology, University Toronto, and associate genetics 
the Research Institute the Hospital for Sick 
Children, has left for Oxford where she will study for 
year with Dr. Stevenson the Population 
Genetics Research Unit. She has received fellowship 
under the newly established Queen Elizabeth Canadian 
Fund for Research Children’s Diseases. 


Established during Queen Elizabeth’s visit year 
ago, the object the fund help reduce the 
toll children’s diseases Canada. 
carries stipend $4000 and permits the holder 
research institution anywhere the world 
with the understanding that she will return 
subsequently Canada. 


Dr. Simpson’s thesis for her doctorate concerned 
factors the development diabetes children. Part 
her work has been counsel parents with special 
backgrounds their chances having normal baby. 
two parents are not diabetics and have diabetic 
child, they are carriers the diabetic gene. 


Another scholarship recipient Dr. Shirley Fyles, 
born Welland, and graduate Queen’s University, 
who has been engaged for the last six years clinical 
and research work Montreal hospitals. Her fellowship 
will Royal Victoria Hospital where she will study 
the emergence neurological disorders infancy and 


childhood. 


Other winners such awards are Dr. John Alexander 
Lowden, Toronto; Dr. Birbeck, Edmonton; and 
Dr. George Kerr, Vancouver. Dr. Lowden after gradu- 
ating from Toronto had three years’ postgraduate train- 
ing the Hospital for Sick Children. now plans 
proceed the Ph.D. degree biochemistry 
McGill. Dr. Birbeck after graduating from Edinburgh 
interned Kingston General Hospital and has been 
doing clinical and research work pediatrics the 
University Alberta Hospital. will the Univer- 
sity Iowa for further work. Dr. Kerr graduated 
medicine from Dalhousie University, and took clinical 
and research training St. John’s, Newfoundland, 
and Vancouver. The fellowship will enable him 
complete his study disturbances under 
Dr. Pickering the University Oregon 
Medical School. 


memorial cairn Sir William Osler has been 
erected the Medical Historical Club Toronto 
Bond Head. This memorial has been placed the 
site the rectory where was born 1849. 

CHASE 


4 
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ABSTRACTS from current literature 
MEDICINE 


Fatty-Acid Distribution Lipids the Aortic Wall 


Van Gent: Lancet, 1378, 1960. 


This extension previous work the analysis 
lipids the aortic wall various stages athero- 
sclerosis. means polyester stationary phases 
has become possible carry the analysis phospho- 
lipids higher degree accuracy, although the 
some the higher fatty acids are still 
considered only tentative. 


The composition lipids from aorta preparations 
different stages atherosclerosis was presented 
tabular form and illustrated that the lipid content 
the aorta increased from 12% the disease 
advanced. The mean composition the lipids showed 
decrease phospholipids from 61% the normal 
aorta 38% stage atherosclerosis. Simultaneously 
there was rise cholesterol esters from 5.6% 33.8% 
and free cholesterol from 19.3%. Triglycerides 
showed some reduction, and the free fatty acids, which 
represent 8.5% the total lipids the normal aorta, 
decreased stage atherosclerosis. The most 
striking changes were observed the cholesterol-ester 
fatty acids. With increasing degrees atherosclerosis 
the percentage polyunsaturated acid rose from 29% 
46% while saturated acids dropped from 31% 
17%. There was significant change the mono- 
unsaturated acids. Linoleic acid was shown the 


main component the cholesterol-ester polyunsatur- 
ated acids. 


The authors pointed out that their finding higher 
dienoic and lower saturated. acid percentages the 
advanced stages atherosclerosis differed from the 
results other workers except for those who also 
employed gas chromatography the determination 
percentages ‘saturated and mono-unsaturated acids. 


Preliminary investigations the lipids coronary 
and cerebral arteries were reported, showing that the 
overall composition differed considerably from that 
aorta lipids. 


New Long-acting Sulfonamide (Sulfadimethoxine). 


Sc., 239: 92, 1960. 


After the ingestion 0.5 g./square metre body 
form, therapeutic blood levels are reached 
dren within two six hours and are maintained for 
eight nine hours. initial dose 0.5 g./square 
metre Sulfadimethoxine followed 0.25 g./day 
produces adequate blood levels most patients. 
form reaches levels from mg. two hours, 
and these are maintained for hours. When initial 
doses 2.0 followed 1.0 daily are admin- 
istered adults, constant levels between and 
are maintained. Spinal fluid diffusion patients with 
normal meninges poor. large proportion the 
drug excreted free form, and findings suggest 
almost total absorption the drug from the intestinal 
tract. SHANE 


Asstracts 62] 


Acute Leukemia after Radioactive Iodine Therapy for 
Hyperthyroidism. 

Burns, Vickers AND Lowney: A.M.A. 
Arch. Int. Med., 106: 97, 1960. 


The clinical and data concerning two 
patients who developed acute monocytic after 
treatment hyperthyroidism with radioactive iodine 
are described the authors, who note that these con- 
stitute the ninth and tenth reported instances which 
acute has followed this form exposure 
ionizing radiation. The time lapse from the date 
radioactive iodine administration until the date 
diagnosis acute was seven years one 
case and six months the other. These periods fall 
well outside the range months noted 
previously reported cases. was considered possible 
that one these patients may have been “pre- 
phase five years and eight months after his 
exposure radioiodine, least months before 
the diagnosis acute was established. 
The authors observe that “While one would 
suggest that causal association between acute leu- 
and radioactive iodine has been established, 
would seem that there enough evidence now avail- 
able make the possibility such association 
matter concern. Thus the reassurances that have led 
wide and liberal use radioactive iodine therapy 
hyperthyroidism need critical re-examination.” 


Low Spinal Fluid Pressure Syndromes. 


512, 1960. 


Clinical syndromes associated with low spinal fluid 
pressure may occur after operations and trauma 
association with ‘dehydration decreased cerebral 
blood flow. Oliquorrhoea, described 1938, the term 
applied the syndrome low spinal fluid pressure 
occurring spontaneously and with apparent cause. 

the five cases reported, three were the spon- 
taneous type and the other two developed intracranial 
hypotension after slight trauma. The syndrome consists 
headache, which aggravated the upright 
position and relieved lying down. may develop 
suddenly gradually, may times become extremely 
severe and may associated with nausea vomiting, 
dizziness faintness, when the patient erect. Many 
obtain marked relief when lying down. The blood 
pressure usually not altered, but the pulse rate 
often slow. some cases reported the literature and 
two the authors’ cases, the time lumbar 
puncture sucking sound was heard after the stylet 
was withdrawn from the needle. The fact that one 
case air was seen the ventricle the roentgenograms 
the skull taken after spinal tap indicated that air had 
actually entered through the needle. the spontaneous 
type intracranial hypotension has been postulated 
that reversible disturbances vasomotor function 
the choroid plexus may responsible. 

The authors believe that infectious toxic factors 
may the cause some cases. the post traumatic 
cases, the hypotension the cerebrospinal fluid 
believed due alteration cerebral blood flow 
similar that postoperative hypotension. Leakage 
fluid through dural tear probably the most im- 
portant mechanism. Low pressure the presence 
intracranial mass such subdural hematoma 
believed the cause rather than the result the 
was postulated that lowered spinal fluid 
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pressure may have been due cerebrovascular dis- 
order, after which bleeding may have resulted. the 
brain tended fall away from the dura, dilatation and 
stretching the veins predisposed bleeding after 
even the mildest trauma. 


Treatment this condition mainly based upon 
general measures such bed rest and sedatives for 
pain. Elevation the foot the bed helpful cases 
other than those the postoperative type. Intravenous 
saline solution, and intrathecal injection saline 
solution have all been helpful. One must be- 
ware the possible danger after intra- 
venous injection hypotonic solutions. Obviously, the 
correct diagnosis and treatment the underlying dis- 
order paramount importance. Maintaining 
bency the prone position for three hours after 
spinal tap may lessen the possibility low spinal fluid 
pressure syndrome after this procedure. 


Reduction Irregular Discharge Rates Tuberculosis 
Hospital. 


GELPERIN: Dis. Chest, 37: 615, 
1960. 


1097 patients discharged from the tuberculosis de- 
partment public county hospital within 12-year 
period, 122 left against medical advice. Irregular dis- 
charges decreased from (24.3%) the 
years (9.5%) the second six years. Open, in- 
fectious patients numbered (47.8%) the 
first group and (29.4%) the second group. 
The reasons for this favourable change were the de- 
velopment active city-county health department 
under full-time director, initiation home-care 
plan and shorter hospital stay, and constant awareness 
tuberculosis fundamentally communicable dis- 
ease, requiring intimate co-ordination hospital, home, 
medical, nursing, and public health services. 


SHANE 


SURGERY 


Pulmonary Function the Immediate Postoperative 
Period Two Groups Thoracotomy Patients and 
Group Nonthoracotomy Patients. 


Thorac. Cardiovasc. Surg., 39: 788, 1960. 


Observations the day-to-day changes vital capa- 
city, oxygen saturation, timed vital capacity, and max- 
imum expiratory flow rate post-thoracotomy pa- 
tients are presented and compared with similar mea- 
surements made group postoperative patients 
who had not undergone thoracotomy. Marked reduc- 
tion volume and expiratory flow rate was found with 
insignificant improvement the first postoperative 
days, during which blood oxygen saturation lowest. 
During this 3-day period, clinical signs and narcotic 
demand suggest painful respiration which promotes 
hypoventilation. The addition neurectomy the 
surgical procedure did not alter significantly the im- 
mediate postoperative changes vital capacity, timed 
vital capacity, maximum expiratory flow rate, but 
slight benefit suggested. Increased use active 
regimen, more liberal use narcotics for pain control, 
and more frequent use prolonged oxygen therapy 
seem warranted. SHANE 
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Sprains the Lateral Ligament the Ankle. 


Mayo Clin., 35: 432, 1960. 


Severe sprains the ankle may constitute more 
serious injury than fractures and result permanent 
disability treatment inadequate. Most ankle sprains 
occur with the foot position forced inversion 
and plantar flexion, causing damage the lateral 
ligament the ankle. every severe inversion injury 
the ankle the possibility complete avulsion one 
more three components the lateral liga- 
ment should suspected. Routine examination for all 
except those with minor sprains should include antero- 
posterior radiographs with the foot forced inversion 
which will reveal abnormal degrees tilting the 
talus the ankie joint mortise patients with lateral 
ligament tears. subluxation demonstrated, early 
and adequate treatment indicated chronic sub- 
luxation may result. Some favour primary operative 
repair damaged ligaments; others prefer the con- 
servative alternative immobilization plaster. The 
superiority either these measures has not been 
finally established and merits further study. 


THERAPEUTICS 


Dis. Chest, 37: 659, 1960. 


complicating pulmonary tuberculosis, administration 
Premarin was strikingly effective the control 
still undetermined; one clinical fact certain and that 
that the effect practically immediate. con- 
cluded far that Premarin causes increase the 
coagulability blood. Clinical corroboration this 
finding the occurrence small clots blood the 
sputum patients who have received Premarin. This 
persists for few days, the sputum subsequently re- 
maining clear. side reaction any kind has far 
been encountered, and that also true thrombi 
any part the body. 

appears that Premarin I.V. have valuable 
addition our armamentarium the management 
this emergency. SHANE 


Present Status the Drugs Used Less Frequently 
Tuberculosis. 


West Virginia J., 56: 237, 1960. 


Isoniazid, streptomycin acid 
are considered the first-line drugs choice the 
treatment tuberculosis. Pyrazinamide class 
with these three far therapeutic effectiveness 
concerned but subject limitations imposed 
the frequency and severity the toxic manifestations 
induces. Cycloserine and viomycin are the principal 
drugs secondary therapeutic value those 
now available. Kanamycin still being investigated 
determine whether can used effective dosage 
for sufficiently prolonged periods time without 
producing deafness. Thioamide will soon available 
for determination its usefulness isoniazid-resistant 
cases. Other drugs which have been tried have been 
too toxic did not possess sufficient therapeutic 
potency value for general use. There still 
considerable uncertainty concerning the value corti- 
costeroids the treatment tuberculosis. 
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Double-Blind Control Study Antihypertensive 
Agents: Veterans Administration Cooperative Study 
Antihypertensive Agents. 


Arch. Int. Med., 106: 81, 1960. 


This preliminary report cooperative study 
eight participating V.A. Hospitals the United 
States. Antihypertensive effectiveness and side effects 
several antihypertensive agents were compared 
double-blind control study 326 hypertensive men 
followed for least three months, whom 232 
completed one full year unchanged treatment. 
each regimen the average for the final month home 
recordings blood pressure was compared with the 
average “basal” pretreatment values. mild hyper- 
tension, reserpine (0.5 mg. daily maintenance dose) 
plus hydralazine (200 mg. per day) was more effective 
than reserpine alone placebos. The difference be- 
tween reserpine alone and placebos was not statistically 
significant. moderately severe hypertension the re- 
serpine plus hydralazine regimen was more effective 
than reserpine alone placebos and produced great 
reduction blood pressure reserpine plus the 
ganglionic blocking drugs. Three ganglionic blocking 
agents, mecamylamine, chlorisondamine 
linium tartrate, all produced significant reductions 
blood pressure approximately the same degree. 


Therapy was discontinued nine 101 patients 
begun reserpine plus hydralazine because head- 
ache two, depression two, gastro-intestinal disturb- 
ances two (including severe gastro-intestinal 
rhage one), nervousness one, cedema legs 
one, and dermatitis and nightmares one. 


four patients reserpine alone, treatment was 
discontinued because nausea, depression and/or 
impotence. “Treatment” one patient placebos 
was discontinued because insomnia. Slight differ- 
ences side effects occurred with the three ganglionic 
blocking drugs. Chlorisondamine was associated with 
more frequent disturbances visual accommodation, 
while mecamylamine produced slightly more dryness 
the mouth and difficulty micturition than did the 
other two agents. 


DERMATOLOGY 


Recurrence Trichophyton Rubrum Infection During 
Treatment with Griseofulvin. 


Arch, Dermat., 81: 982, 1960. 


patient had extensive Trichophyton rubrum in- 
fection all the nails, the feet and lower and 
right thigh. Microscopic examination epidermal 
scrapings showed fungal products and the culture 
grew Trichophyton rubrum. The disease responded 
well oral griseofulvin. After about six weeks 
continuous griseofulvin therapy and while the patient 
was still taking griseofulvin, new circular scaly KOH 
positive patch dermatitis appeared, from which 
Trichophyton rubrum was grown. JACKSON 


Reaction Caused Griseofulvin. 
A.M.A, Arch. Dermat., 81: 981, 1960. 


case reported generalized petechial eruption 

which occurred the sixth day therapy patient 

taking 1.0 griseofulvin daily for tinea pedis. 
ROBERT JACKSON 
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Unusual Autoimmune Syndrome. 


Dermat., 81: 889, 1960. 


The authors report most unusual case 26-year-old 


white female who had progressive breast hyper- 
trophy, generalized hyperpigmentation and generalized 
erythema annulare centrifugum five years’ duration. 
Laboratory studies revealed specific, persistent, circu- 
lating autoantibody the own cystic breast 
tissue. addition, the patient had positive L.E. 
test, marked eosinophilia, 
and biologic false positive STS. Surgical excision 
major portion the breasts was followed con- 
siderable clinical improvement. Subsequent low dosage 
corticosteroids led essentially complete involution. 

ROBERT JACKSON 


Allergic Reaction Griseofulvin. 
Invest. Dermat., 34: 283, 1960. 


The author reports that patient, after taking three 
griseofulvin tablets, developed generalized pruritus, 
disseminated erythematous eruption, 
and dyshidrosiform eruption the hands and feet. 
There was strong history previous penicillin sensi- 
tivity. Intradermal tests for sensitivity penicillin and 
griseofulvin were positive. ROBERT JACKSON 


ORTHOPEDICS 


Stress Fractures the Calcaneus. 
Bone Joint Surg., 41A: 1285, 1959. 


stress, march, fatigue insufficiency fracture can 
defined break the continuity presumably 
normal bone caused rhythmically recurring sub- 
threshold traumata. therefore considered most 
observers today analogous the fatigue 
common metals. has been reported almost every 
bone the body. 


The 134 cases stress fracture the calcaneus 
reported represent incidence 0.45% amongst re- 
cruits this particular depot. Ninety-eight the pa- 
tients had bilateral fractures. most instances these 
individuals were older and physically less active before 
enlistment. 


the area the precalcaneal bursa, 
anterior the tendo achillis, well tenderness 
over the posterosuperior calcaneus, was always noted. 
The cedema was sometimes quite marked, extend- 
ing anteriorly mask the bony contours, but some- 
times disappearing almost overnight. But the tender- 
ness persisted for two four weeks. 


was usually approximately ten days (seven 
thirty) after onset symptoms before definite line 
density could seen roentgenographically. The 
fracture first appeared increase density, with 
without periosteal reaction, which located 
near the superior margin anywhere from the 
caneotalar joint the tuberosity the calcaneus. 


After one week complete bed rest, gradual four- 
point weight bearing was instituted with the aid 
crutches and one-half-inch sponge-rubber heel inserts. 
Generally, was eight weeks before full functional 
recovery occurred; even then there were occasional 
recurrences. short graduated training period prior 
routine recruit training would seem the best 
prophylactic measure. ALLAN 
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BOOK REVIEWS 


HIGH BLOOD PRESSURE AND PREGNANCY. Lance 
Townsend, Professor Obstetrics and Gynzcology, Uni- 
versity Melbourne. 115 Melbourne Univer- 
sity Press, Australia; The Macmillan Company Canada 
Limited, Toronto, 1960. $6.75. 


This monograph expasion the thesis which 
the head the Department Obstetrics and Gyne- 
cology the University Melbourne prepared for his 
doctorate. compares the results two series 
women, one that had the benefit hypo- 
tensive drugs and one that did not. making the 
comparison posed himself such questions as: (1) 
Have measures reduce maternal blood pressure been 


success? (2) Have measures improve 


mortality cases been success? (3) Are 
fewer pregnancies being terminated? (4) pregnancy 
the high blood pressure patient dangerous her? 
(5) What the incidence abruptio among 
patients with high blood pressure? 

His conclusions, resulting from his statistical data, 
are that the hypotensive agents and other treatment 
measures now use have considerably reduced the 


incidence therapeutic abortion, fetal mortality and 
maternal morbidity. 


The book written clear, straightforward lan- 
guage, and its conclusions support the validity 
modern therapy. While the book will appeal particu- 
larly specialists the field (and book that 
every resident could read with enlightenment), 
free gobbledegook that the general practitioner 
who does lot obstetrics would find most 
instructive. 


THE LYMPHOCYTE AND LYMPHOCYTIC TISSUE. 
authors; edited John Rebuck, Detroit. 312 pp. 
Paul Hoeber, Inc., Medical Division Harper 
Brothers, New York, 1960. $10.50. 


This volume contains the material from the course 
the lymphocyte, which was one the annual courses 
the International Academy Pathology, held 
Boston 1959. There are chapters each which 
deals with different phase the subject, contributed 
authorities from the fields anatomy, pathology, 
immunology, and 

The first four chapters are concerned with structure 
and function, including sections cytochemistry and 
electron microscopy the lymphocyte. Sundberg 
presents evidence confirm the theory that there 
appears series lymphocyte-eating and lympho- 
cyte-digesting cells, and that the lymphocytic material 
fed other lymphocytes which re-utilize this ma- 
terial. This may explain the long life lymphocytes 
observed Hamilton. 

Succeeding chapters describe the role the lympho- 
cyte inflammation and antibody formation, and the 
lymphocytic response tissue transplantation. The 
lymphocytokaryorrhectic effects adrenocortical 
steroids are reviewed Dougherty, who shows that 
the hormone cortisol acts directly the cell, its 
effect manifest vitro well vivo. The 
greatest effect cortisol the small cells; im- 
mature lymphocytes and lymphatic cells have 
the capacity convert cortisol several steroids which 
lack any observable lymphocytorrhectic effect. 


Canad. 


The effects radiation lymphocytes described 
Shrek. Low dosages cause death intranuclear 
vacuolization, and high dosages delayed fixation. 
general, human leukemic and normal lymphocytes 
have the same degree radiosensitivity. 


The experiments Steven Schwartz the induction 
mouse leukzmia with cell-free filtrates are described 
abbreviated form. The progression the disease 
after inoculation offers evidence multicentric 
transformation, which believed due 
the proliferation virus. 


Other sections describe the changing pattern 
lymphatic malignancies (Custer), 
lated prognosis and treatment the lymphomas 
(Block), and the lymphocytic series 
cells relation disease (Rebuck). 


This monograph, which the first series the 
Academy, valuable source reference, and will 
special interest pathologists and 


HANDBOOK AND BLOOD 
TRANSFUSION TECHNIQUE. Delaney, 
London. 311 pp. Illust. Butterworth Co. 
(Publishers) Ltd., London, England; Butterworth Co. 
(Canada) Ltd., Toronto, 1960. $9.00. 


The author this book medical technician, chief 
hospital laboratory and examination assessor 
the Institute Medical Laboratory Technicians 
London. His intention was produce book that 
would assist candidates pass the examination the 
I.M.L.T. The first five chapters describe 
techniques practical blood 
counting, staining, and values. Subse- 
quent chapters are organized about groups blood 
disorders, for example, investigation and 
polycythzmic states, the disorders, and 
on. limited amount pertinent medical back- 
ground provided the start each chapter, and 
then the appropriate techniques are set forth clear 
stepwise manner. 


most instances, only single technique 
included, but the more basic procedures several 
techniques are described. The determination 
globin quite properly accorded full chapter. this 
are included colorimetric, chemical, physical 
methods, and brief account the spectroscopy 
hemoglobin. The method, which 
coming into wide use North America, covered 
only briefly. The range techniques described very 
extensive, going well beyond those used the routine 
laboratory; the platelet antibodies tech- 
nique Kissmeyer and Nielsen which uses tanned red 
cells, and method for detecting leukocyte agglutinins 
are presented. About one-third the book devoted 
blood tranfusion technique, and this includes 
large number serological methods many which 
really belong blood group reference laboratory. 
the other hand, the chapter radioisotopes 
sketchy one dealing with this subject general terms. 
The Schilling test the absorption radioactive 


vitamin B,, might well have been set forth greater 
detail. 


The book was designed with the needs laboratory 
technicians mind, and has achieved its aim the 
whole very well. must added that the colour 


plates are disappointing. The book recommended 
for laboratories. 
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CREATIVE VARIATIONS THE PROJECTIVE TECH- 
NIQUES. Molly Harrower, Pauline Vorhaus, Melvin 
Roman, and Gerald Bauman, Department Psychiatry, 
Temple University Medical Center, Philadelphia, Pa. 138 
pp. Illust. Charles Thomas, Springfield, The Ryer- 
son Press, Toronto, 1960. $8.75. 


The increasing versatility and usefulness which pro- 
jective techniques can put the experienced 
practising clinical psychologist richly demonstrated 
this American Lecture Series monograph group 
experts the field projective testing. describes 
three new settings which tests such the Rorschach 
and Figure Drawings may used—those (a) Pro- 
jective Counselling, (b) the Structured Interview, and 
(c) Interaction Testing for the study group dy- 
namics. The material clearly presented with original 
data included, giving the experienced clinician chance 
re-evaluate the techniques and interpretations for 
himself. less advanced reader easily learns the 
application the new techniques. The material 
covered neither deep nor theoretical and deals 
essentially with methods identifying and analyzing 
major conflicts and ego defences which can dealt 
with the counsellor relatively superficial level. 
The book makes useful and practical contribution 
the tools the clinical psychologist who func- 
tioning the role counsellor the school, the 
marriage guidance clinic and any therapeutic set-up 
which calls skills beyond those pure diagnosis. 

Dr. contribution, entitled “Projective 
Counselling,” describes the increasingly frequent and 
rewarding practice using relevant data from the 
protocols the patient reveal him major un- 
recognized defences conflicts the appropriate time 
during counselling. She describes the 
niques which can used, including description 
her own series self-administered ink-blots. 

The “Structured Interview Technique” Dr. Vor- 
haus described combination projective tech- 
nique and (disguised) psychiatric interview. 
adaptation the Machover Draw-a-Person technique 
with accompanying questionnaire. The patient asked 
questions under significant headings. These 
questions, pertaining his drawing own-sex 
figure, are concerned with personal data about the 
past and present. then asked the same questions 
about himself, and the answers are compared with 
those gave the questions about the make-believe 
person his drawing projection. Dr. Vorhaus rounds 
out the description her technique presenting 
further data. These data are provided the complete 
case history, the structured interview and the responses 
the Rorschach. addition she carried out 
intensive analysis these data. While the findings are 
interesting, difficult for this reviewer see what 
new information added this lengthy procedure 
that sensitive short form interview would not elicit, 
without the complications intuitive inferential think- 
ing that the interpretation calls for. However, con- 
sidered projective autobiographical phantasy, the 
technique may have interesting research possibilities. 

The most interesting contribution, and one which 
opens exciting possibilities for research into group 
dynamics, the technique “Interaction Testing” 
presented Drs. Roman and Bauman. The technique 
consists testing the patients individually and then 
group, and comparing the results interaction. 
The authors describe three types processes which 
can occur interaction—emergence, reinforcement and 
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selection responses; these may positive 

negative direction. The existing health pathology 

the couple the group thereby inferred. The 

data five studies are presented part. These studies 

deal with the analysis relationships between indi- 
viduals, such marital partners, engaged couples, and 

parents and children. The implications these analyses 

for counselling are clearly shown. 


The comparison the individual testing data with 
those obtained interaction testing from 
phrenic boy and his mother gives excellent idea 
what can inferred about the nature the 
relationship between them (in this case avoidance 
genuine emotional contact and reinforce.nent existing 
pathology) and leaves clear the implications the 
type counselling appropriate the case question. 
However, Dr. well-worded warning against 
the use projective counselling other than the 
hands therapeutically trained psycho-diagnostician 
may well remembered this point. 


summary, may said that the book makes 
valuable contribution counselling techniques. 


INTRAARTERIAL INFUSION PROCAINE 
THERAPEUTIC PRACTICE. Gorbadi. With 
Supplement the Treatment Patients with Hyper- 
tension Intraarterial Infusion Procaine Solution, 
135 pp. Illust. Consultants Bureau Inc., 
New York, 1960. $7.50. 


The use procaine (Novocain) anzsthesia has 
long been known generally. Unfortunately, procaine 
has enjoyed less popularity its intravenous applica- 
tion for various diseases, owing 
lack understanding its action. 


Its widespread value has been confirmed since Bier 
introduced intravenous procaine 1909 for the allevia- 
tion pain. Used Leriche and other scientists 
Europe for long time and widening its scope 
achievements, the author this book introduces the 
technique intraarterial procaine injections, claiming 
better results this method. 


The book again justifies the value procaine 
daily medical practice for different conditions for which 
other satisfactory treatments are available. Backed 
laboratory findings and scientific data, based trials 
with intraarterial procaine 5000 patients suffering 
from peptic ulcer, bronchial asthma, angina pectoris, 
polyarthritis, essential hypertension skin diseases, 
the author convincingly pleads the case intraarterial 
procaine. 

analyzing the action procaine, its indications 
and contraindications, well the exact dosages 
given, this book has improved the knowledge about 
procaine and thereby removed the obstacle the 
general use deserves. 


The author also acquaints the readers with the tech- 
nique intraarterial injections and provides compre- 
hensive review procaine research from its beginning 
date. 

reading this book the physician will gain 
intimate knowledge procaine, and will find intra- 
arterial procaine welcome addition his armory 
effective and inexpensive drugs. Using procaine intelli- 
gently, will earn the gratitude many patients. 

This book ably demonstrates the usefulness pro- 
caine general practice. 
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MEETINGS 


FORTHCOMING MEETINGS 


MEDICAL ASSOCIATION, 94th 

Annual Meeting, Montreal, Que., June 19-23, 1961. 
Dr. Kelly, General Secretary, 150 St. George 
St., Toronto Ont. 


CANADA 


September 


DES MEDECINS LANGUE FRANCAISE 
Congrés, Windsor, Ont., September 20-23. 
Docteur Pierre Smith, Directeur 
Exterieures, 326 est Boulevard Saint-Joseph, Montreal 14, 
Que. 


Annual Meeting, Winni- 
peg, Man., September 26-27. Dr. Macfarland, Execu- 
tive Director, 601 Medical Arts Bldg., Winnipeg, Man. 


ASSOCIATION DES ANATOMO PATHOLOGISTES PROVINCE 
QuEBEC—QUEBEC ASSOCIATION Annual 
Meeting, Chicoutimi, Que., September 27-28. Dr. Rene 
Lefebvre, Secretary, Department Pathology, 
Hospital, 3840 St. Urbain St., Montreal 18, Que. 


CANADIAN MEDICAL ASSOCIATION, ALBERTA 
Annual Meeting, Calgary, Alta., September 28-30. Dr. Wm. 
Bramley-Moore, Secretary-Treasurer, 501 Alexandra Bldg., 
Edmonton, Alta. 


October 


HEALTH Toronto, Ont., 
October 3-5. Dr. Martin, Secretary-Treasurer, Room 
405, College St., Toronto, Ont. 


CANADIAN MEDICAL ASSOCIATION, COLUMBIA 
Annual Meeting, Vancouver, B.C., October 4-7. 
Dr. Gordon Ferguson, Executive Director, 1807 West 
10th Ave., Vancouver B.C. 


COLLEGE AND SURGEONS SASKATCHEWAN— 
THE CANADIAN MEDICAL ASSOCIATION, SASKATCHEWAN 
Annual Meeting, Regina, October 18-21. 
Dr. Peacock, Secretary, 932 Spadina Crescent E., 
Saskatoon, Sask. 


CANADIAN SOCIETY FOR THE Toronto, 
Ont., October and 22. Dr. George Arronet, Secretary, 
Infertility Centre, Royal Victoria Hospital, Montreal, Que. 


CANADIAN HEART ASSGCIATION AND NATIONAL HEART 
FouNDATION CANADA, Toronto, Ont., November 30- 
December Dr. John Armstrong, National Heart 
Foundation, 501 Yonge St., Toronto Ont. 


1961 


CANADIAN ASSOCIATION Annual Meet- 
ing, Saint John, N.B., January 1961. Dr. Fraser, 
Honorary Secretary-Treasurer, Ste. 305, 1555 Summerhill 
Ave., Montreal 25, Que. 


Annual Meeting, Vancouver, B.C., March 20-23, 1961. Dr. 
Johnston, Executive Director, 150-A St. George St., 
Toronto Ont. 


UNITED STATES 


September 


NATIONAL AMERICAN CANCER 
Minneapolis, Minn., September 13-15. Dr. Roald Grant, 
Coordinator, 521 West 57th St., New York 19, N.Y. 


CoLLEGE AMERICAN Chicago, Sep- 
tember 24-27. Dr. Arthur Dearing, Executive Director, 
2115 Prudential Plaza, Chicago, 


September 24-October Mr. Claude Wells, Executive 
Secretary, 445 Lake Shore Drive, Chicago 11, 
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October 


AMERICAN SOCIETY ANESTHESIOLOGISTS, New York, 
N.Y., October 2-7. Mr. John Andes, Executive Secretary, 
188 West Randolph St., Chicago IIl. 


AMERICAN PLASTIC AND RECONSTRUCTIVE SuR- 
Los Angeles, Cal., October 2-7. Dr. Thomas Broad- 
bent, Secretary, 508 E.S. Temple, Salt Lake City, Utah. 


AMERICAN ASSOCIATION FOR THE SURGERY TRAUMA, 
Coronada, October 5-7. Dr. William Fitts, Jr., 
Secretary, 3400 Spruce St., Philadelphia Penn. 


AMERICAN ACADEMY OPHTHALMOLOGY AND Oro- 
LARYNGOLOGY, Chicago, October 9-14. Dr. William 
Benedict, Executive Secretary, Second St. S.W., 
Rochester, Minn, 


INDUSTRIAL HEALTH, Charlotte, N.C., October 
10-12, Council Occupational Health, American Medical 
Association, 535 Dearborn St., Chicago 10, 


AMERICAN COLLEGE SuRGEONS, Clinical Congress, San 
Francisco, Cal., October 10-14. Dr. Williams Adams, 
Erie Chicago 11, IIl. 


ACADEMY Philadelphia, Pa., 
October 13-15. Dr, Bertram Moss, Washington, 
Chicago 


AMERICAN ACADEMY Chicago, October 
17-20. Dr. Christopherson, Executive Director, 1801 
Hinman Avenue, Evanston, IIl. 


AMERICAN. INc., St. Louis, Mo., 
October 21-25. Mr. Rome Betts, Executive Director, 
23rd St., New York 10, N.Y. 


AMERICAN COLLEGE GASTROENTEROLOGY, Philadelphia, 
Pa., October 23-26, Mr. Daniel Weiss, Executive Director, 
West 60th St., New York 23, N.Y. 


AMERICAN HEALTH San Francisco, 
Cal., October 30-November Dr. Berwyn Mattison, 
Executive Director, 1790 Broadway, New York 19, N.Y. 


November 


AMERICAN SOCIETY TROPICAL MEDICINE AND HYGIENE, 
Los Angeles, Cal., November 2-5. Dr. Rolla Hill, Execu- 
tive Secretary, 3572 St. Gaudens Rd., Miami 33, Fla. 


ASSOCIATION CLINICAL (Applied Seminar 
Measurements Pancreatic Function Clinical Medicine 
Washington, D.C., November 4-5. Dr. William Sunder- 
man, 1025 Walnut St., Philadelphia Pa. 


December 


CONFERENCE GRADUATE MEDICAL Phila- 
delphia, Pa., December 1-2. Dr. Paul Nemir, Jr., Dean, 237 
Medical Laboratories Bldg., Philadelphia Pa. 


AMERICAN ACADEMY DERMATOLOGY AND SYPHILOLOGY, 
Chicago, December 3-8. Dr. Robert Kierland, 
Secretary-Treasurer, First National Bank Bldg., Rochester, 
Minn. 


Ohio, December 4-9. Dr. Donald Childs, Secretary, 713 
Genesee St., Syracuse N.Y. 


OTHER COUNTRIES 
September 


INTERNATIONAL MEDICO-ATHLETIC FEDERATION, 13th Con- 
gress, Vienna, Austria, September 14-18. Verband 
Sportaerzte, Sensengasse Vienna Austria. 


14th General Assembly and 
63rd Deutsche Aerztetag, Western Berlin, September 15-22. 
Dr. Louis Bauer, Secretary-General, Columbus Circle, 
New York 19, N.Y. 


CARDIOLOGY, Rome, Italy, Septem- 
ber 18-25. Secretariat, Organizing Committee, Clinica 
Medica-Policlinico, University Rome, Rome, Italy. 


8th Congress Hono- 
lulu, Hawaii, September 28-October Dr. Pinkerton, 
Director General, Suite 230, Alexander Young Bldg., Hono- 
lulu 13, Hawaii. 
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Books Received 


Books are acknowledged received, but some 
cases reviews will also made later issues. 


Clinical Prospect the Cancer Problem. Smithers, 
Professor Radiotherapy the University London. 232 
Livingstone Ltd., Edinburgh and London; 
Macmillan Company Canada Limited, Toronto, 1960. $6.35. 


Control Communicable Diseases Man: Official Report 
the American Public Health Association. 234 pp. 9th ed. The 
Public Health Association, New York, 1960. $1.00. 


Dew Line Doctor. Howard. 191 pp. Illust, Robert Hale 
London, 1960. $2.50 


Disease and the Advancement Basic Science. Edited 
Beecher. 416 pp. Illust. Reginald Saunders and 
Limited, Toronto, 1960. $13.75. 


Winsor. 4th ed. Lea Febiger, Philadelphia; The Mac- 
Company Canada Limited, Toronto, 1960. $5.00. 


Neurology, Alimentary, Respiratory and Cardiovascular Diseases. 
Pappworth. 241 pp. Butterworth Co. (Publishers) 
London; Butterworth Co. (Canada) Ltd., Toronto, 1960. 


The Principles and Practice Medicine. Sir Stanley David- 
son. 1112 pp. Illust. Livingstone Ltd., Edinburgh and 


London; The Macmillan Company Canada Limited, Toronto, 
1960. $6.00. 


Princivle Bone X-Ray Diagnosis. George Simon, London. 
170 pp. Butterworth Co, (Publishers) Ltd., London; 
Butterworth Co. (Canada) Ltd., Toronto, 1960. $11.50. 


Psychotherapists Action: Explorations the Therapist’s 
Contribution the Treatment Process. Hans Strupp, De- 
partment Psychiatry, School Medicine, University North 


Carolina, Chapel Hill. 338 pp. Illust. Grune Stratton, Inc., 
New York, 1960. $8.75. 


Radiation: Use and Control Industrial Application. 

Shilling, Deputy Director, Division Biology and Medicine, 
United States Atomic Energy Commission, Washington, D.C. 
223 pp. Illust. Grune Stratton, Inc., New York, 1960. $6.75. 


Radiologische Exploration des Bronchus. Dirienzo and 
Weber. 281 pp. Illust. Georg Thieme Verlag, Stuttgart, 
Germany; Intercontinental Medical Book Corporation, New 
York, 1960. $12.85. 


die Innere Medizin. Wolf, 751 
pp. Georg Thieme Verlag, Stuttgart, Germany; Inter- 
continental Medical Book Corporation, New York, 1960. $10.00. 


Technical Conference the Control Infectious 
Diseases through Vaccination Programmes. Rabat, Morocco, 
October 23-31, 1959. World Health Organization Technical Report 
Series. 198. pp. World Health Organization, 
Geneva; also published French and Spanish. The Ryerson 
Press, Toronto, 1960. $0.30. 


Expert Committee Venereal Infections Treponematoses. 
Report. World Health Organization Technical Report 
Series. No. 190. pp. Illust. World Health Organization, Geneva; 
also published and Spanish. The Ryerson Press, 
1960. $1.09. 


General for Dental Surgery. Walsh, First 
Assistant, Department Anesthetics, St. George’s Hospital, 


London. pp. Lippincott Company, Philadelphia 
and Montreal, 1960. $3.75. 


Your Basement Fallout Blueprint for Survival No. 
Emergency Health Services, Department National Health 
and Ottawa, 1960. pp. 


Somatosensory Changes After Penetrating Brain Wounds 
Man. Semmes, Weinstein, Ghent and Teuber. 
Reginald Saunders and Company Limited, Toronto, 1960. $4.40. 


St. Peter’s Hospital for Stone 1860-1960. Edited Clifford 
pp. Illust. Livingstone Ltd., Edinburgh and 
Macmillan Company Canada Limited, Toronto, 


Private Expenditures for Drugs and other Components 
Medical Care. brief review from the 1920’s the present. 


Anderson, Research Director. pp. Illust. Health 


ion Foundation, York, 1959. 


Health Levels the United States, 1900-1958. 
Anderson and Lerner. Research Series 11. pp. Illust. 
Information Foundation, New York, 1960 


Health Statistics from the U.S. National Health Survey. 
No. 18. Acute Conditions Incidence and Associated 
United States, July_1958 June 1959. pp. Illust. 
Department Health, Education and Welfare, Public 
alth Service, Washington, D.C. 


Unvollendete: Vom Leben und Wirken friihverstorbener 
-orscher und aus anderthalb Jahrhunderten. Paul 
223 pp. Illust. Georg Thieme Verlag, Stuttgart, 


Intercontinental Medical Book Corporation, New York, 
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students residing Canada $2.50 year. Subscrip- 
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INSTRUCTIONS CONTRIBUTORS 


Manuscripts: Manuscripts original articles, case 
reports, short communications, and special articles 
should submitted the Editor the 
editorial office, 150 St. George St., Toronto, with 
covering letter requesting consideration for publication 
the Journal. Acceptance subject the under- 
standing that they are submitted solely this Journal, 
and will not reprinted without the consent both 
the Editor and the author. Articles should typed 
one side only unruled paper, double-spaced and 
with wide margins. Carbon copies cannot accepted. 
The author should always retain carbon copy 
material submitted. Every article should contain 
summary the contents. 


The Editor réserves the right make the usual editorial 
changes manuscripts; these include such changes 
are necessary correctness grammar and 
spelling, clarification obscurities conformity 
Journal style. case will major changes made 
without prior consultation with the author. Authors will 
receive galley proofs articles before publication, and 
are asked confine alterations such proofs 
minimum. 


Reprints may ordered form supplied with galley 
proofs. 


References: Authors should limit references published 
work the minimum necessary for guidance readers 
wishing study the subject further. They should not 
quote articles they have never seen. Except review 
articles, the maximum number references should not 
more than 25. References should numbered the 
text and should set out numbered list the end 


order: (1) Author’s name and initials capitals. 
Where more than three authors are concerned 
article, only the first should named, with al. 
reference the others. (2) Quarterly Cumulative Index 
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number. (4) Page number. (5) Year. 


References books should set out follows: 


S., Textbook Medicine, Jones and Jones, 
London, Ist ed., 30, 1955. 


Illustrations: Photographs should glossy prints, 
unmounted and untrimmed, preferably not larger than 
inches. Colour work can published only 
the author’s expense. Magnification photomicro- 
graphs must always given. Photographs must not 
written typed on. Identification can made 
pasting identifying legend the back. Patients 
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written consent the subject publication has been 
obtained. Graphs and diagrams should drawn 
india ink suitable white paper. Legends all 
illustrations should typed separately from the text 
the article. Illustrations should not rolled folded. 
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CLASSIFIED ADVERTISEMENTS 


Please send the Advertising Department, Canadian 
Medical Association Journal, 150 St. George Street, 
Toronto Ontario. 


Rates: $5.00 for each insertion words less, addi- 
tional words 10c each. 


box number required, there will additional 
charge 50c the first advertisement cover postage 
and handling charges. 

Classified advertisements must the office the 
Journal not later than three weeks prior date issue. 


Office Space 


MEDICAL SUITE FOR SALE.—Splendid location, Bayview 
and Moore. rooms, air-conditioned. Light and janitor service 
included, $200. Professional offices the building. Male doctor 
preferred. Apply 416 Moore Ave., Room 102, Toronto 17, Ontario. 


suite with furnished waiting room 
and parking, 183 James St. S., across from the Medical Arts 


Apply Doctor Charles Vaughan, 793 Main St. E., 
phone JAckson 2-2344. 


KEELE NEAR HIGHWAY 401.—Office space apartment 
suitable for doctor dentist. Call EM. 6-2111 Toronto. 


AVENUE ROAD, NEAR BLOOR. Medical 
suite—600 square feet—in modern medical building—air-condi- 
tioned, elevator, parking. Can remodel suit arrange dis- 


posal present lease necessary. interested apply above 
address. 


Positions Wanted 


ORTHOPEDIC SURGEON.—Fully qualified—trained large 
_centre. Writing fellowship examinations 
October, Would like opportunity associate with another 
orthopedic surgeon clinic. Available end November, pref- 


erably bilingual. Reply Box 974, CMA Jou 
Street, Toronto Ont. 


UROLOGIST desires location with group, established indi- 


vidual, receptive locality. Reply Box 973, CMA Journal, 
150 St. George Street, Toronto Ontario. 


GENERAL PRACTITIONER.—Age 31, 
married, experience large isolated 
desires relocate permanently semi-rural northern practice 
with hospital facilities, single partnership, own dog team, 
central province preferred. Reply Box 978, CMA Journal, 
150 St. George Street, Toronto Ontario. 


YEAR OLD CANADIAN, eligible for fellowship OB.- 
N., Fall 1960, available November 1960. Would like 
join clinic, group associate with another OB. GYN. man for 


specialty practice. Reply Box 979, CMA Journal, 150 St. 
George Street, Toronto Ontario. 


English graduate, 
handed practice, 


Positions Vacant 


ASSISTANT GENERAL PRACTICE assist general 
surgeon and another general practitioner suburban 


Salary and car expenses. Reply Box 635, CMA Journal 
St. George Street, Toronto Ontario. 


WANTED.—GENERAL PRACTITION 
general practice for group Toronto. Good salary, excel- 
lent facilities, opportunity for partnership. 
surgeon required. Reply Box 935, CMA Journal, 
150 St. George Street, Toronto Ontario. 


OPHTHALMOLOGIST wanted for general English-speaking 
hospital. Applicant should licenced and certified, eligible 
certified, the Province Quebec. Reply Box 946, 
CMA Journal, 150 St. George Street, Toronto, Ontario. 


internist willing 


general practitioner for clinic 
city. Partnership consideration after two 
years. Write Stating age, qualifications, experience and when 
available for interview, The Campbell Clinic, 430 Mayor 
Magrath Drive, Lethbridge, Alberta. 


WANTED.—General practitioner for new two-doctor 
centre south-central North Dakota. Reply Box 952, CMA 
Journal, 150 St. George Street, Toronto Ontario. 


PHYSICIAN will required around October November 
open and operate small hospital for the Ontario Hydro 
power dam construction site located forty-five miles north 
Kapuskasing, Ontario. Duties also include medical care 
1200 men, women and children. Appointment would run from 
between one and five years. Equipment supplied; automobile 
required. Salary would not less than $9000 and would 
commensurate with training and experience. Reasortable living 
costs with added benefits, including transportation, make this 
attractive offer. Please apply writing Supervisor 
Employment Services, Ontario Hydro, 620 University Avenue, 
Toronto telephone Dr. Grant 8-6767, local 2-2296. 
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ASSISTANT WANTED IMMEDIATELY for general practice 
small B.C. coastal town, Ideal for young married man able 
willing learn simple surgery. Housing available. 
car required. Salary $10,000 annually with one month vacation. 
Good hospital facilities. Reply Box 962, CMA Journal, 150 
St. George Street, Toronto Ontario. 


WANTED LOCUM TENENS for period October 
November 14th, 1960 inclusive for Uranium City, Sask. Varied 
general group practice. Salary $800 per month, plus car accom- 
modation and return transportation fare. Excellent boating 
fishing with adequate time off. Reply directly, 
Medical Clinic available for all portion time. 


ear, nose and throat specialist 
Ontario clinic, Canadian graduate only, Reply stating age ani 
racial descent, Box 966, CMA Journal, 150 St. George 
Toronto Ont. 


PATHOLOGIST.—Wanted certified pathologist 
for 715-bed general hospital. Salary open. Reply 
lum Director Laboratories, Royal Alexandra 
Edmonton, Alberta. 


WANTED ASSISTANT with view partnership require 


WANTED.—GENERAL PRACTITIONER with ear, nose 
throat training, for Ontario clinic. Apply stating training, age 
and racial descent Box 972, CMA Journal, 150 St. George 
Street, Toronto Ontario. 


ASSISTANT RADIOLOGIST, certified uncertified, 
Well-equipped x-ray department hospital 
northern Ontario. Please state age, qualifications, references 
and date available Box 975, CMA Journal, 150 St. George 
Street, Toronto Ontario. 


OPPORTUNITY FOR CERTIFIED INTERNIST, Write Dr. 
Reynolds, Medicine Hat Associate Clinic, Gradburn 
Building, Medicine Hat, Alberta. 


WANTED.—CERTIFIED PATHOLOGIST direct pathology 
department completely new 185-bed regional hospital now 
nearing completion. Salary commensurate with experience. 
Apply, Beatty, Administrator, Yarmouth Hospital, Yar- 
mouth, N.S. 


EXCELLENT OPPORTUNITY establish independent prac- 
tice fast growing community, miles north Toronto 
association with three other physicians. Common office expenses 
shared. Open hospital five miles away. Preliminary assistantship 
can arranged desired. Full particulars please Box 980, 
CMA Journal, 150 St. George Street, Toronto Ontario. 


ACTIVE GROUP lakehead doctors have immediate 
vacancy for general practitioner. Excellent working condi- 
tions—opportunity for permanent association and 
Reply stating age and marital status Box 981, CMA Journal, 
150 St. George Street, Toronto Ontario. 


WANTED.—RESIDENT PHYSICIAN—for tuberculosis and 
geriatric hospital and addition for area chest clinics. Per- 
manent position. Apply Dr. Hawkins, Medica] 
intendent, The Freeport Sanatorium, Kitchener, Ontario stating 
experience and salary expected. 


Practices 


NOTE: avoid the publication misleading informa- 
tion, all advertisers under the classification 
the Canadian Medical Association Journal should fur- 
nish the following information: 

Population community and surrounding territory 
served. 

Number doctors now practising the community. 

Location nearest doctor the community has 
resident physician. 

Location nearest hospital. 

Description and suggested price premises for office 
and residence. 

Whether not introduction least two months 
duration may afforded prospective purchaser. 


PRACTICE FOR SALE growing area, minutes fron 
downtown Vancouver. Gross income over $20,000 with ob- 
stetrics and surgery present, but could expanded suit. 
Price $2000 and equipment valuation; leaving January 
specialize. Reply Box 976, CMA Journal, 150 St, George 
Street, Toronto Ont. 


Residencies and Internships 


PATHOLOGY RESIDENCY.—705-bed hospital will have 
vacancy for first year resident July 1960. Comprehensive 
year programme supervised certified pathologists, modern 
laboratory facilities. Write Knights, Jr., M.D., Director, 
Pathology Department, Hurley Hospital; Flint Michigan. 


for large Alberta country practice with excellent 40-bed 
Preferably married with some knowledge 
$650 monthly with car expenses. Applicants supply 
references, details, previous training and please state religion 
Box 971 CMA Journal, 150 St. George St., Toronto Ontaric. 
' 
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calms anxiety! 


Smooth, balanced action lifts 
and safely 


Balances the mood—no “seesaw” Acts swiftly the patient often feels 
effect amphetamine-barbiturates better, sleeps better, within few 
and energizers. While amphetamines days. Unlike the delayed action most 
and energizers may stimulate the patient other antidepressant drugs, which may 
—they often aggravate anxiety and take two six weeks bring results, 
tension. Deprol relieves the patient quickly often 
within few days. Thus, the expense 
the patient long-term drug therapy can 
avoided. 


And although amphetamine-barbiturate 
combinations may counteract excessive 
stimulation—they often deepen depression. 
Acts safely danger liver 
contrast such “seesaw” effects, damage. Deprol does not produce liver 


Deprol’s smooth, balanced action lifts damage, hypotension, psychotic reactions 
depression calms anxiety—both the changes sexual function—frequently 
same time. reported with other antidepressant drugs. 


Bibliography (13 clinical studies, 858 Alexander, (35 patients): Chemotherapy 
depression Use meprobamate combined with benactyzine (2-diethylaminoethyl benzilate) hydrochlo- 
ride. 166:1019, March 1958. Bateman, and Carlton, (50 patients): Meprobamate 
and benactyzine hydrochloride (Deprol) adjunctive therapy for patients with advanced cancer. Antibiotic 
Med. Clin. Therapy 6:648, Nov. 1959. Beerman, (44 patients): The treatment depression with 
meprobamate and benactyzine hydrochloride. Western Med. 1:10, March 1960. Bell, L., Tauber, H., 
Santy, and Pulito, (77 patients): Treatment depressive states office practice. Dis. Nerv. System 
20:263, June 1959. Breitner, (31 patients): mental depressions. Dis. Nerv. System 20:142, (Section 
Two), May 1959. Gordon, (50 patients): Deprol the treatment depression. Dis. Nerv. System 
21:215, April 1960. Landman, (50 patients): Clinical trial new antidepressive agent. Soc. 
New Jersey. press, 1960. McClure, W., Papas, N., Speare, S., Palmer, E., Slattery, J., 
Konefal, H., Henken, S., Wood, and Ceresia, (128 Treatment depression New 
technics and therapy. Am. Pract. Digest Treat. 10:1525, Sept. 1959. Pennington, (135 patients): 
Meprobamate-benactyzine (Deprol) the treatment chronic brain syndrome, schizophrenia and senility. 
Am. Geriatrics Soc. 7:656, Aug. 1959. 10. Rickels, and Ewing, (35 patients): Deprol depressive 
conditions. Dis. Nerv. System 20:364, (Section One), Aug. 3959. 11. Ruchwarger, (87 patients): Use 
Deprol (meprobamate combined with benactyzine hydrochloride) the office treatment depression. 
Ann. District Columbia 28:438, Aug. 1959. 12. Settel, (52 patients): Treatment depression the 
elderly with meprobamate-benactyzine hydrochloride combination. Antibiotic Med. Clin. Therapy 7:28, 
Jan. 1960. 13. Splitter, (84 patients): Treatment the anxious patient general practice. Clin. 
Exper. Psychopath. press, April-June 1960. 


Dosage: Usual starting dose tablet When 
necessary, this dose may gradually increased 
tablets q.i.d. 


Composition: mg. 2-diethylaminoethyl benzilate hydro- 
chloride (benactyzine HCl) and 400 mg. meprobamate. 


Supplied: Bottles light-pink, scored tablets. Write 
for literature and samples. 
WALLACE LABORATORIES Toronto, Ontario 
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MEDICAL NEWS brief 


(Continued from page 609) 


NATIONAL IMMUNIZATION 
WEEK 


This year, the week Septem- 
ber marks the eighteenth 
observance National Immuniza- 
tion Week Canada. This event 
Health League Canada 
co-operation with Departments 
Health across the country. Its 
purpose, brief, make more 
Canadians aware that they can 
prevent needless and 
sults infectious diseases such 
poliomyelitis, diphtheria, whoop- 
ing cough, tetanus and smallpox. 
Though immunizing agents against 
these diseases have been available 
for some time, there are still many 
children and adults who have not 
yet been immunized. The obser- 
vance National Immunization 
Week, through the co-operation 
all the public information media, 
focuses the attention large 
the public Canada 
the availability and importance 
communicable disease preven- 
tion immunization methods. 

The Health League points out 
that Canada’s record diphtheria 
prevention recent years not all 
that might desired, and in- 
ferior that Great Britain with 
its larger and denser population. 
the late King Edward VII re- 
marked with reference 
culosis, “If preventable, why 
not prevent?” 


ARE THE XANTHINES 
EFFECTIVE ANGINA 
PECTORIS? 


solution 
ministered orally patients 
with angina pectoris was strikingly 
effective not only the control 
symptoms but also modifying 
the electrocardiographic response 
standard exercise. The efficacy 
this preparation based 
the rapid absorption 
ment high blood levels made 
possible the vehicle employed. 
the light these findings, con- 
clusions derived from animal ex- 
periments which have classified 
theophylline “malignant coron- 
ary vasodilator” should, the au- 
opinion, rejected ap- 
plied man. 

Russek (Am. Sc., 239: 187, 
1960) considers that xanthine de- 


rivatives, both the intravenous 
and oral route, should rein- 
stated valuable agents the 
treatment angina pectoris and 
other coronary disease states. 
the present time, the most effective 
preparation for oral administration 
theophylline, but other derivatives 
and preparations the xanthine 
group should fully explored 
permit their the 
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management coronary heart 
disease. 


FEVER SECONDARY 
INGESTION QUINIDINE 


Febrile reactions quinidine 
may occur promptly upon 
administration the drug afte: 
tration. Browning and Heck 
Staff Meet. Mayo Clin., 35: 
1960) state that sensitive per- 


PRESENTING: modern, easy use aerosol 


PANTHO-FOAN 


d, panthenol See ees 


the dramatic inflammatory-suppressive, antipruritic, antiallergic 
efficacy hydrocortisone 


plus the soothing, antipruritic, healing influence panthenol 


q 
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administration 

returns normal within 
hours less after the drug dis- 
continued. The patient usually 
not sick the febrile response 
would suggest. low-normal leu- 
count with polynucleosis 
aod shift the left the neutro- 
phils frequently demonstrated. 
fever may may not ac- 
companied symptoms cin- 


son the temperature rises 
drug 


Cross-reactions 
occur. 

important consider drug 
reaction possible cause fever 
observed any patient taking 
quinidine, because the basis might 
otherwise mistaken for embolism 
subacute bacterial endocarditis, 
which are common patients with 
atrial fibrillation. idiosyncrasy 
use another drug, such 
cainamide digitalis. 


quinine may 


push-button control 
skin inflammation, 
allergy 


This non-occlusive foam lets the skin 
‘‘puts out the inflammation unlike 
ordinary ointments. 


Applied directly affected area, 
today’s non-traumatizing way provide prompt 
relief and 


eczemas 
(infantile, lichenified, etc.) 
supplied: dermatitis 
contact, eczematoid) 


pruritus ani 
stasis 


arlington-funk laboratories, division 


u.s. vitamin corporation canada, itd. 
1452 Drummond St., Montreal, Canada 


ADRENOCORTICAL 
STEROIDS CONGESTIVE 
HEART FAILURE 


Nine adults with heart failure 


were studied the time stable 
clinical state (five seven days) 
during administration for 
days prednisone triamcino- 
lone, and some patients after 
steroid withdrawal. Daily determi- 
nation fluid balances was per- 
formed. Standard right heart cath- 
eterization and measurements 
blood volumes were performed 
before therapy and its termina- 
tion. 

Green, Gordon and Boltax 
culation, 21: 661, 1960) report 
three types response steroids. 
five patients there were increases 
manifestations heart failure and 
there was increased fluid retention. 
four them the clinical con- 
dition worsened 
therapy, and required mercurial 
diuretics. general, cardiodynamic 
status the termination steroid 
therapy correlated well with clinical 
status. three patients the clini- 
cal status did not change and the 
cardiodynamics were generally un- 
altered. one patient the clinical 
and cardiodynamic state improved, 
despite positive balance. 
However, this was the only patient 
with primary lung disease and cor 
pulmonale. 

These studies suggest that cor- 
ticosteroids are generally detri- 
mental uncomplicated congestive 
heart failure. 


HIGH SERUM 
TRANSAMINASE ACTIVITY 
HEART DISEASE 


survey which was made 
Killip and Payne (Circulation, 21: 
646, 1960) all patients with very 
high serum glutamic 
transaminase activity encountered 
during 30-month period large 
hospital, revealed patients with 
cardiac disease who had one 
more serum glutamic oxalacetic 
transaminase (SGOT) determina- 
tions exceeding 500 units. None 
had clinical evidence primary 
liver gallbladder disease. Eleven 
were admitted with acute myo- 
cardial infarction with 
severe heart failure. All de- 
veloped hypotension shock and 
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all but one had right heart failure 
prior high SGOT activity. 

Several patients had abnormali- 
ties liver function when SGOT 
activity was very high. four 
there was excessive increase 
prothrombin time after adminis- 
tration anticoagulants, 

the eight patients who came 
autopsy there was histological 
evidence acute hepatic central 
necrosis. four there was necrosis 


both heart and liver, four 
necrosis liver alone. 


Clinical and autopsy data from 
control series patients with 
heart disease selected without re- 
gard for the level SGOT 
activity corroborate the association 
between hypotension, central ne- 
crosis the liver, and increased 
SGOT activity. Increase venous 
pressure the absence hypo- 
tension was not associated with 
acute central necrosis elevated 
SGOT activity. 


Solve acute diarrheal 


and enteric problems 


without creating new problems 


FUROXONE 


brand furazolidone 


TABLETS 


Bactericidal perorally against wide range enteric bacteria 
including common pathogenic species and strains Escherichia, 
Salmonelia and Staphylococcus not adequately anti- 


biotics and sulfonamides. 


Does not induce development significant bacterial resistance, 
nor predispose monilial staphylococcal overgrowth. 


toxicity reported. 


tories. 


For patients all ages (may mixed with infant formulae 
passes through standard nursing nipple). 

Furoxone Liquid: 120, 240 cc. containing Furoxone, mg. per 
15cc., with kaolin and pectin, pleasant orange-mint flavor. 

Furoxone 100 mg. scored, botties and 100. 

Ponce Leon, E.: Antibiotic Med. Therapy 4:816, 1957. 

McFadden and Personal communication Eaton Labora- 


antibacterial 
demulcent 
adsorptive 


NITROFURANS—a unique class antibacterials 
AUSTIN LABORATORIES 


Registered user the trade mark Furoxone Norwich 
Company Eaton Laboratories Division. 
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concluded that very high 
SGOT activity (500 units) 
tients with heart disease least 
part caused acute hepatic 
central necrosis secondary 
drop cardiac output and reduced 
hepatic blood flow. Caution 
urged the interpretation in- 
creased blood activity 
cellular enzyme systems 
dence myocardial necrosis. 
circulatory changes may result 
blood enzyme 
myocardial infarction. 


INCIDENCE 
HYPOTHYROIDISM 
MORE THAN ONE 
MEMBER FAMILY 


the process investigating 
123 cases proved 
ism, significant incidence thy- 
roid deficiency (26%) two 
more members the same family 
group, usually husband and wife, 
was encountered Goldberg 
(Am. Sc., 239: 562, 1960). 

may that the common oc- 
currence hypothyroidism among 
viral thyroiditis setting into play 
auto-immune response re- 
leased thyroglobulin other thy- 
roid antigens and eventual thyroid 
ported bout mumps one 
both members shortly before the 
onset their hypothyroid symp- 
toms. 

The author suggests that, when 
hypothyroidism diagnosed 
one member married couple, 
especially important in- 
vestigate thyroid function the 
other partner, especially cases 
infertility marital discord. 


WEIGHT REDUCTION 
AND LONGEVITY 


Overweight persons 
their chances for longer life 
reducing, according report 
the Metropolitan Life 
statisticians. 

New evidence that weight re- 
duction has favourable effect 
the longevity overweights 
provided the Build and Blood 
Pressure Study, 1959, 


completed the Society Actu- 

aries. One aspect the study 

dealt with the mortality experienc: 
(Continued page 34) 
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Bandage 
bandages that allow 


STRETCHE 


will not constrict 
swelling area 
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policyholders, who were charged 
higher than standard premiums 
solely because they were over- 
weight the time they were in- 
sured but who later qualified for 
weight sufficiently. The mortality 
those insured was significantly 
lower than that for the entire 


original overweight class. This 
study confirms the results 
similar investigation made some 
years ago the Metropolitan 
Life Insurance Company. 
Overweight men who reduced, 
experienced practically the same 
mortality standard risks for 
period years following weight 
reduction. This was true for each 
broad age group and for all height 
classes. Thus, among men charged 


BARD-PARKER 


DISINFECTING 


SOLUTIONS 


prolong the 
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extra premium because 
overweight the time they were 
insured, the among 
those who subsequently reduced 
sufficient become eligible for 
standard insurance was more than 
20% below that men their 
original weight class. Evidence 
specific benefits from weight re- 
duction available from other 
sources. One 
was the decrease 
particularly 
disease and diabetes—in many 
parts Europe during World Wir 
II, when food 
drastically restricted, and the gen- 
eral reversal this trend when 
food became more abundant. 

The great improvement the 
mortality American women re- 
flects, part, the benefits 
weight control, shown the 
decrease average weight 
women. Men, average 
generation, experienced much 
smaller reduction mortality. 

Specific benefits weight re- 
duction have long been recognized 
the medical Weight 
reduction virtually routine 
the treatment overweight pa- 
tients with heart disease and 
hypertension. Diabetics also bene- 
excess weight. 

“Overweights can reduce only 
they consume less than their 
body needs,” the Metropolitan 
statisticians conclude. 
able and persistent program 
diet and exercise, under the con- 
and the avoidance fad diets, 
will accomplish the 
sults.” 


METHAMPHETAMINE- 
PHENOBARBITAL 
ANOREXIC COMPOUND 
OBESE OUTPATIENTS 


Many physicians feel that weight 
reduction merely matter 
will power the part the pa- 
tient and that the physician and 
adjuvant drugs are essentially 
psychological importance. op- 
posing school thought supports 
the thesis that anorexic compounds 
are necessary for sustained ad- 
herence basically difficult and 
unpleasant regimen dietary re- 
striction. 

Wallace (Am. Sc., 239: 533, 
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FOR THE TREATMENT 
CHILDHOOD INFECTIONS 
SENSITIVE 

SULFONAMIDES 

AND PENICILLIN... 


low toxicity and bactericidal effect 
penicillin, coupled with the bacteriostatic 
action sulfonamides, results theoreti- 
cally ideal treatment program.” 


Kock, R., and Carson, Meningococcal Infections Children, 
New England Med. 258:639, 1958. 


for treatment pneumococcic, staphylococ- 
cic and hemolytic streptococcic infections; 
scarlet fever, otitis media, tonsillitis, Vincent’s 
angina and urinary tract and 
prevent secondary infection during measles, 
influenza and whooping cough. 


TRIPLE SULFAS AND 
PEDIATRIC SUSPENSIONS 


“TRULFACILLIN” PEDIATRIC 3-200 


Each cc. teaspoonful contains: 
Sulfamerazine 
Sulfamethazine 
200,000 units 


Also available: 


PEDIATRIC 3-100 


Same formula Pediatric 3-200 mod- 
ified contain 100,000 units benzathine peni- 
cillin-G. 


Dosage: Infants and children one teaspoonful per day 
for each pounds body weight, divided doses, e.g., 
child weighing teaspoonful every six hours; 
child weighing teaspoonful every six hours 


Bottles cc. 


CAUTION: While untoward effects associated with sulfonamide therapy 
are greatly reduced the use preparations, vigilance 
should not relaxed the search for and recognition agranulocy- 
tosis, fever, joint pains, skin reactions, etc. rare instancés, the injection 
penicillin, and more rarely still its oral administration, may cause 
acute anaphylaxis. The reaction appears occur more frequently 
patients with bronchial asthma and other allergies, those who have 
previously demonstrated sensitivity penicillin. 
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1960) the value metham- 
phetamine-phenobarbital anorexic 
agent was evaluated 101 pa- 
tients the single-blind and 
double-blind method. 
all loss weight achieved pa- 
tients taking the active medication 
was significantly greater both 
the double-blind and single-blind 
groups than that achieved pa- 
tients placebo medication. The 
greatest effect drug therapy was 


observed from the fifth sixteenth 
weeks therapy, after psychogenic 
influences had largely 
influence the degree weight 
loss. 

The close similarity results 
the double-blind 
studies suggest that single-blind 
methods are suitable double- 
blind when objective indicator 
such weight loss used 
evaluate effectiveness. The absence 
discernible difference the 
influence the physician’s person- 
ality the results under constant 
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with 
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Elastoplast, the familiar red tin, 
synonymous with perfection whenever 
compression bandaging indicated. Only 
Elastoplast combines the proper degree 
elasticity, 
porosity necessary for the effective 


support 


care the surgical patient. 


Adequate porosity throughout the 
entire surface the adhesive permits 
free sweat evaporation and reduces 
risk skin irritation. 


The proper degree 
stretch and regain for 
correct compression 
and support. 


Fluffy edges 
prevent trauma 
devitalized skin. 


The synonym for quality and reliability 


SMITH NEPHEW, LIMITED 


5640 Paré Street, Montreal Que. 


conditions further strengthens the 
validity the observed drug 


BRETYLIUM TOSYLATE 
(DARENTHIN): NEW 
ANTI-HYPERTENSIVE DRUG 


(Am. Sc., 239: 609, 1960) 
confirms earlier reports that bre- 
tylium tosylate potent anti- 
hypertensive drug which produces 
few side effects other than those 
due the lowered blood pressure. 
Its effect can potentiated 
therefore the ganglion-blocking 
drugs. Like the latter, however, 
not ideal antihypertensive 
agent because the supine and 
sitting blood pressures may 
affected but slightly. The occasion- 
ally wide and almost instantaneous 
swings pressure with change 
position may possibly danger- 
ous the vascular system. 

For these reasons, suggested 
that bretylium tosylate should 
used adjunct the therapy 
the hypertensive state. should 
used when the basic low salt, 
low saturated fatty acid diet with 
saluretic agents and with with- 
out sedation ineffective and 
when the clinical status requires 
immediate rapid relief. These 
combinations are 
and may diminish the wide swings 
blood pressure with change 
body position which may occur 
when bretylium tosylate used 
alone. 


THE SECOND CANADIAN 
CONFERENCE 
RESEARCH RHEUMATIC 
DISEASES 


The Second Canadian Confer- 
ence Research Rheumatic 
Diseases will held Sunny- 
brook Hospital, Toronto, Friday 
and Saturday, October and 29. 
This meeting will under the 
joint sponsorship the Canadian 
Rheumatism Association and the 
Canadian Arthritis and Rheuma- 
tism Society. The conference will 
refresher course the rheumatic 
diseases under the auspices the 
Department Medicine the 
University Toronto. 
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flavoured syrup base. 
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Outstanding clinicians 
vestigators from across Canada will 
contribute this program. Dr. 
Joseph Bunim, Clinical Director, 
National Institute Arthritis and 
Metabolic Diseases, National Insti- 
tutes Health, Bethesda, Mary- 
land, will also participate. 

The program planned prog- 
ress from review each the 
rheumatic diseases, through reports 
recent advances clinical un- 


derstanding this field, pres- 
entation the recent advances 
understanding the basic sciences 
relevant this field. expected 
that part all the program may 
interest all physicians, and 
hoped attract wide audi- 
ence. The course has been ap- 
proved the College General 
Practice for postgraduate credits. 
The University section will have 
nominal registration fee $15.00. 


Further information may ob- 
tained from Dr. Hugh Smythe, 


ASSURANCE YOURS EVERY TIME 
WHEN STERILIZING 


THE PEL-CLAVE WAY 


PEL-CLAVE, Model GN, has been engineered give you 
the three-fold requisite true sterilization: 


The Pel-Clave like extra pair hands. Set it...and forget it. 
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for speed, your unit stands ready for instant use long the 


switch on. 


And Pel-Clave the only 
double jacket, portable 
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your practice? will save 
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Chairman, Conference Committee, 
Sunnybrook Hospital, Toronto 12, 
Ontario. 


HOME CARE THE 
MENTALLY RETARDED 
CHILD 


“Home Care the Mentally Re- 
tarded Child”, just published 
the Training School 
New Jersey, has been made avail- 
able without charge parents and 
those working the field 
retardation. The Training School, 
under its director, Dr. Walter 
Jacob, research and demon- 
stration centre for care and treat- 
ment the retarded, and training 
and research retardation. Found- 
profit institution. 

The 28-page booklet was written 
staff the Training School. Areas 
psychology, education, commun- 
ication, health and 
giene, leisure and recreational ac- 
tivity and many other aspects 
home care for the retarded child 
are included content. 
Emphasis directed towards home 
care the younger child, and the 
booklet felt highly advan- 
tageous those parents who newly 
face the problem retardation. 
accents practical ideas and methods 
home care. 


Free copies are available all 
parents connected 
with mental retardation, and may 
secured writing directly to: 
The Public Relations Department, 
The Training School Vineland, 
New Jersey. 


CANADIAN LIFE 
INSURANCE MEDICAL 
FELLOWSHIPS 


Financial assistance from the Ca- 
nadian Life Insurance Medical Fel- 
lowship Fund has been granted 
medical research workers 
medical schools Canadian uni- 
versities. The aggregate amount 
awarded the Fund this year 
nearly $67,000 and the individual 
fellowships range value from 
$3500 $6000, Eight the 
grants are for new investigations 
and the other five are renewals 
from previous years. All fellow- 


(Continued page 40) 


Detailed literature available. 


= 


Canad. 
Sept. 10, vol. 


& 


The school child subject respiratory tract 
infection through exposure cold and wet and 
contact with playmates with establishedinfection. 


FOR FAST, SAFE RELIEF 
NASAL CONGESTION 
PLUS CONTROL 
SECONDARY INFECTION... 


MILD 


Ephedrine 0.3% 
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Directions: Three four drops each nostril every three 
four hours. 


oz. bottles with dropper. 


Provides the prompt nasal decongestant action 
ephedrine lasting several hours and free 
from rebound engorgement, plus 
hydrochloride, effective against wide variety 
and gram-negative pathogens. 


Contains antibiotic. 
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ships are for the period July 
1960, June 30, 1961. 

Receiving fellowships this year 
are the following: 

University Alberta: Dr. 
Clein for (a) clinico-experimental 
study into the cardiac effects 
irreversible shock, and (b) the 
and 
blood irradiation. 


Dalhousie University: Dr. 
Mahabir for continuation 
research project obesity. 

Laval University: Dr. Jean-Marie 
Loiselle for continuation his 
research radiation protection. 

University Manitoba: Dr. 
Cumming for research the 
field cardiology. 

McGill University: (1) Dr. 
Cronin for continuation his 
research (heart) project; (2) Dr. 
McKenzie for study the 
pathogenesis hyperthyroidism; 
(3) Dr. Hillman for study 


now! mouth! liquid 
bronchodilator terminates 
acute asthma minutes 
with virtually risk 


gastric upset 


ELIXOPHYLLIN 


oral liquid 


Following oral dosage cc. Elixophyllin, mean blood levels theo- 
phylline minutes! exceed those produced 300 mg. aminophylline 
I.V.2—and therapeutically levels persist for 


stimulation 
barbiturate depression 


Each tablespoonful (15 cc.) contains theophylline mg. (equivalent 
100 mg. aminophylline) hydroalcoholic vehicle (alcohol 20% 


For acute attacks: Single dose 
cc. for adults; 0.5 cc. per body 
weight for children. 


For hour control: For adults 
cc. doses before breakfast, P.M., 
and before retiring; after two days, 
cc. doses. Children, doses 
0.3 cc.—then 0.2 cc. (per Ib. body 
weight) above. 


Sci. 233:296, 1957. 

Bradwell, K.: Acta med. 
146:123, 1953. 

Exp. Ther. 100:309, 1950. 
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adrenal function the 
infant. 

University Montreal: Dr. 
Ducharme for research (a) 
adrenocortical function prema- 
ture and newborn infants, infancy 
and childhood; and (b) compara- 
tive study the pattern 
C,, and C,, steroid excretion with 
maturation. 

University Ottawa: Dr. Pau! 
Bellefeuille for critical evalua- 
tion previous perinatal 
studies. 

University: Dr. Jean- 
Marie Margerie for (a) study 
the retinal vasculature hyper- 
tension; and (b) survey intra- 
ocular tension large sample 
the population. 

University Saskatchewan: Dr. 
Takeshi Amemori for study 
metabolic factors which influence 
atherosclerosis. 

University Toronto: Dr. Caro- 
line Hetenyi for continuation 
her study intestinal malabsorp- 
tion. 

University Western Ontario: 
Dr. Lefcoe for continua- 
tion his studies pulmonary 
function. 


EMPLOYMENT AND 
WORKING CONDITIONS 
NURSES 


comparative study the em- 
ployment and conditions work 
the nursing profession, based 
questionnaire replies from organi- 
zations countries terri- 
tories, has been printed 
176-page publication the Inter- 
national Labour Office, Geneva 
Studies and Reports, New 
Series, No. 55). The questionnaire 
was circulated through the co- 
operation 
Council Nurses, the Interna- 
tional Committee 
Nurses and Social Workers, and 
the International Federation 
Unions Employees Public 
and Civil Services. Information 
the U.S.S.R. was provided the 
Central Council Trade Unions. 
The final chapter contains recom- 
mendations meeting ex- 
perts convened I.L.O., concern- 
ing the employment situation 
nurses, conditions regarding hours 
work and remuneration, living 
conditions, health protection, 


security, economic social 
status, recruitment 
action. 
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CONTROL PAIN AND 
FEVER EFFECTIVELY 
AND GENTLY... 


Synergistic, analgesic and antipyretic action 
dosage form and potency eminently suitable 
for infants and children. 


TABLETS 


BRAND 
(One-quarter strength “217” Tablets) 
Each tablet contains: 
gr. (56 mg.) 
gr. (40 mg.) 


Phenacetin 


Caffeine 
Dosage: One three tablets required. 
Bottles 100 tablets. 


Also available: 


CHILDREN’S TABLETS 


The Tablet formula white tablet. 
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SEMINAR ALCOHOLISM 


two-day seminar course for 


physicians, especially 
health work, being planned 


the Alcoholism Research Founda- 
tion Clinic, Harbord Street, 
Toronto, for Friday and Saturday, 
November and 19, 1960. This 
under the joint auspices the 
Alcoholism Research Foundation 
and the College General Practice 
Canada. Attendance will 
limited 25. 

Attendance this seminar quali- 
fies members the College 
General Practice for hours 
Category studies. The Founda- 
tion would also prepared 
provide more prolonged periods 
in-service training, for one two 
physicians time, this should 
desired. 

Enquiries about enrolment should 
directed Dr. John Arm- 
strong, Medical Director, Alco- 
holism Research Foundation, 
Harbord Street, Toronto Ontario. 


SYMPOSIUM 
TRACER METHODOLOGY 


The Fourth Annual Symposium 
Advances Tracer Method- 
ology will held October 
the Conrad Hilton Hotel 
Chicago, Among the fields 
covered during the symposium 
are: measurement turnover rates 
practical 
aspects the Wilzbach procedure 
for tritium labelling; quantitation 
radio autographs; and new tech- 
niques liquid scintillation count- 
ing. 

For information, write Baird- 
Atomic, Inc., University Road, 
Cambridge 38, Mass. 


AMERICAN COLLEGE 
CHEST PHYSICIANS 


New officers have been elected 
for the American College Chest 
Physicians hold office during the 
1960-61 term. Elections were held 
Saturday, June 11, during the ad- 
ministrative session the 26th 
Annual Meeting the College 
the Saxony Hotel, Miami Beach, 
follows: ‘President, Dr. Jay 
Flipse, Miami, Fla.; President 
Elect, Dr. Hollis Johnson, Nash- 
ville, Tenn.; First Vice-President, 
Dr. John Briggs, St. Paul, Minn.; 


MILLION 


working 
with Canadians 
every walk 


life since 
1817... 


Bank 


There are more than 800 BofM 
BRANCHES across CANADA 
serve you 


Second Vice-President, Dr. Charles 
Petter, Waukegan, Treas- 
urer, Dr. Albert Andrews, 
Chicago Assistant Treasurer, 
William Adams, Chicago, 

The meeting was attended 
1334 physicians and guests. Fellow- 
ship certificates were presented 
170 members the Convocation 
Saturday, June 11. 

Angus McPherson, Saskatoon, 
and Leslie Mullen, Calgary, 
were re-elected Governors the 
College for their areas. The follow- 
ing physicians from Canada were 
awarded Fellowship certificates 
Tune 11: (Quebec) Roland Char- 
bonneau, Marc Geoffroy, Luc La- 
fortune, Leo (Ontario) 
John Fraser, William 
Pettigrew; (Saskatchewan) 
Columbia) 
Bruce McKay. 

The American College Chest 
Physicians international 
society with members states 
and and territories. 
Mr. Murray Kornfeld, Chicago, 
the Executive Director the 
College. 
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The College’s 27th Annual Meet- 
ing will held New York City, 
June 22-26, 1961. 


TELEVISION 
MEDICAL EDUCATION 


ing with Television: Institute 
for Medical Educators”, will 
held October 27, 1960, the 
University Florida College 
Medicine, Gainsville, Fla., and 
October 28, 1960, Jacksonville, 
Fla. This course designed for 
educators and administrators 
provide information concerning 
present methods use tele- 
vision for clinical and laboratory 
instruction, and outline con- 
siderations necessary for the plan- 
ning installation such equip- 
ment ensure maximum efficiency 
and flexibility. This Institute has 
been planned for the convenience 
those attending the meeting 
the Association American Medi- 
cal Colleges October 
Hollywood, Fla. Medical and 
dental educators wishing 
ticipate this Institute should 
contact John MacKenzie, Execu- 
tive Secretary, Council Medical 
Television, East 68th Street, 
New York 21, N.Y. 


SYMPOSIUM RECENT 
DEVELOPMENTS 
RESEARCH METHODS 
AND INSTRUMENTATION 


The tenth annual Instrument 
Research Symposium and Research 
Equipment Exhibit will held 
October 3-6, and October 4-7, re- 
spectively, the National Insti- 
tutes Health. Bethesda, Md. 
The Exhibit will display latest 
mechanical, optical and electronic 
devices for laboratory and clinical 
investigations. the Symposium, 
nationally known speakers will 
present papers subjects cur- 
rent research interest their 
specialties. 

All persons with professional 
technical interest research in- 
strumentation are entitled attend 
the Symposium and view the Ex- 
hibit. Copies the Svmposium 
program will available re- 
quest. For additional information, 
write James Davis, National 
Institutes Health, Public Health 
Service, Bethesda 14, Maryland. 


